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SEISOENSGROETE 


Ons wil al ons kollegas ’n baie geseénde 
Kersfees en ’n 
gelukkige Nuwejaar toewens. 


SEASONAL GREETINGS 


We take this opportunity of wishing all our 
colleagues a very merry Christmas and a 
happy New Year. 


REDAKSIONEEL - EDITORIAL 


OUTOMATIESE BESKERMINGS- 
VERSEKERING VIR INTEKENAARS 


OP MEDIESE BYDRAES 


Dit is vir ons ’n genoeé om ons lesers te kan 
meedeel dat ons die reélings met die Eagle 
Star Insurance Co. Ltd. hernieu het ingevolge 
waarvan mediese praktisyns of interns wat op 
Mediese Bydraes inteken outomaties beskerm 
word. Die beskerming bestaan uit ’n onder- 
neming deur die versekeringsmaatskappy om 
regskoste, opgeloop deur ’n intekenaar met die 
goedkeuring van die maatskappy, te betaal tot 
’n maksimum-bedrag van R 20,000 ten opsigte 
van ’n eis wat onder die volgende 3 kategorieé 
ontstaan : 


1. In verband met die regsbywoning van enige 
lykskouing met die doel om die intekenaar se 
belange te beskerm; 

2. In verband met enige Dissiplinére Ondersoek 
voor die Suid-Afrikaanse Geneeskundige en Tand- 
heelkundige Raad voortspruitende uit die gedrag 
van sodanige intekenaar; 

3. Ter verdediging van enige strafregtelike ver- 
volging van sodanige intekenaar ten opsigte van ’n 
insident wat gedurende die wettige nakoming van 
sy praktyk voorgekom het. 


Hierdie beskerming tree in werking onmid- 
dellik nadat die uitgewers die intekenaar se 
tjek, of ’n berig dat hy graag intekenaar wil 
word, ontvang het en is geldig vir die res van 
die kalenderjaar. 


AUTOMATIC PROTECTION INSURANCE 
FOR SUBSCRIBERS 


TO MEDICAL PROCEEDINGS 


We are glad to be able to advise our readers 
that we have renewed arrangements with the 
Eagle Star Insurance Co. Ltd. to protect auto- 
matically those medical practitioners or interns 
who are subscribers to Medical Proceedings. 
The protection comprises an undertaking by 
the insurance company to pay the legal costs 
incurred with the approval of the Company by 
a subscriber, up to a maximum sum of 
R 20,000 in respect of any claim arising in the 
following 3 categories: 

1. In relation to legal attendances safeguarding 
the subscriber’s interests at any Inquest; 


2. In relation to any Disciplinary Enquiry before 
the South African Medical and Dental Council in 
connexion with the conduct of such subscriber; 


3. In defending any criminal prosecution of such 
subscriber, in respect of an incident arising during 
the lawful conduct of his practice. 

This protection becomes effective immedi- 
ately the publishers receive the subscriber's 
cheque or an intimation that he wishes to be 
enrolled as a subscriber and operates from then 
on. 

This insurance will cover the subscriber in 
respect of the various types of inquiry we have 
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Hierdie versekering dek die intekenaar ten 
opsigte van die verskillende soorte ondersoeke 
wat ons hierbo genoem het en wat voortspruit 
uit ’n insident wat op enige tydstip plaasvind 
nadat die uitgewers die intekenaar se inteken- 
geld of sy instruksies om hom as intekenaar vir 
1962 op te neem, ontvang het. Selfs indien 
sodanige ondersoek voor Desember 1964 inge- 
stel word, is hierdie polis nog van nut vir die 
intekenaar. 

Uit die aard van hierdie besondere soort ver- 
sekering kan dit alleen aan individuele inteke- 
naars gebied word. ’n Vennootskap kan nie 
vir hierdie doel ’n intekenaar word nie. 

Mediese praktisyns en interns in die vol- 
gende gebiede word gedek: 

Die Unie van Suid-Afrika, die Federasie van 
Rhodesié en Niassaland, Suidwes-Afrika en die Britse 
Protektorate Basoetoland, Betsjoeanaland en Swazi- 
land. 
Die verskillende voorwaardes wat op hierdie gratis 
versekering betrekking het, word op bladsy 554 van 
hierdie uitgawe uiteengesit. By intekenaars word 
daar aangedring om hulle sorgvuldig deur te lees. 

In besonder wil ons die aandag vestig op die 
voorwaarde wat eis dat intekenaars onmiddellik ver- 
slag moet doen oor enige insident wat aanleiding 
tot ’n ondersoek kan gee. 

Om intekenaars in staat te stel om die maksimum 
en algehele voordeel van hierdie versekeringsbesker- 
ming gedurende die hele 1962 te geniet, word daar 
by hulle aangedring om hul intekengeld so gou 
moontlik aan ons te stuur. Elders in hierdie uit- 
gawe is daar ’n gefrankeerde geadresseerde koevert, 
asook ’n intekenvorm. 

Die aandag van lesers word gevestig op die feit 
dat geen spesiale dokument uitgereik word om die 
bestaan van die versekeringsbeskerming te beaam nie. 
Die normale kwitansie vir intekengeld is voldoende 
bewys dat die intekenaar die voordele van die outo- 
matiese versekeringskema geniet. 


DIE PRETORIASE METODE VIR DIE 
BEHANDELING VAN KWAADAARDIGE 
KWALE 


DIE KOBALTBOM EN 5-FLUOORURASIEL 


Elders in hierdie uitgawe publiseer ons die 
eerste verslag in Suid-Afrika oor die gebruik 
van die kobaltbom vir die behandeling van 
kwaadaardige kwale. Die verslag, opgestel deur 
prof. T. Fichardt (Hoof van die Departement 
Radioterapie, Algemene Hospitaal, Pretoria, en 
die Universiteit van Pretoria) in medewerking 
met dr. E. L. Jacobs, bevat ’n belangrike ver- 
klaring oor ’n tegniek vir die behandeling van 
maagkanker, en beklemtoon die waarde van 
gekombineerde radioterapie en chemotera- 
pie, met die antimetaboliet, 5-fluoorurasiel, 
as die verkieslike middel, na gelang van die 
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referred to and which may arise from an inci- 
dent occurring at any time after the publishers 
have received his subscription or his instruc- 
tions to enrol him as a subscriber for 1962. 
Even if such an inquiry is instituted before 
December 1964, this policy will avail the sub- 
scriber. 

From the nature of this insurance the pro- 
tection can be offered only to individual sub- 
scribers. A partnership cannot become a sub- 
scriber for this purpose. 

Medical practitioners and interns are covered 
in the following territories: 

The Union of South Africa, The Federation of 
Rhodesia and Nyasaland, South West Africa and the 
British Protectorates of Basutoland, Bechuanaland 
and Swaziland. 

The various conditions governing this free 
imsurance are set out in this issue at p. 554. 
Subscribers are urged to read them carefully. 

We wish, however, particularly to draw at- 
tention to the condition which requires sub- 
scribers to report immediately any incident 
which may give rise to an investigation. 

In order that subscribers receive the maxi- 
mum and complete benefit of this insurance 
protection for the whole of 1962, they are 
urged to forward their subscriptions as soon 
as possible. Elsewhere in this issue a pre-paid 
addressed envelope, together with a subscrip- 
tion form, is enclosed. 

The attention of subscribers is drawn to the 
fact that no special document is issued to 
establish the insurance protection. The nor- 
mal receipt issued for the subscription is ade- 
quate proof that the subscriber enjoys the 
benefit of the automatic insurance scheme. 


THE PRETORIA METHOD FOR 
THE TREATMENT OF MALIGNANT 
DISEASE 


THE COBALT BOMB AND 5-FLUOROURACIL 


Elsewhere in this issue we publish the first 
report in South Africa on the use of the cobalt 
bomb for the treatment of malignant disease. 
The report, which has been issued by Prof. 
T. Fichardt (Head of the Department of 
Radiotherapy, Pretoria General Hospital and 
the University of Pretoria) in collaboration 
with Dr. E. L. Jacobs, contains an important 
statement on a technique for the treatment of 
“oie cancer and stresses the value of com- 
ining radiotherapy with chemotherapy, the 
drug of choice, in the circumstances of the 
investigation, being the anti-metabolite 5- 
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omstandighede van die ondersoek. Die aan- 
vanklike toetse om hierdie beginsel van 
gesamentlike (en skynbaar sinergiese) behan- 
deling op die proef te stel, is uitgevoer in 
medewerking met prof. H. W. Snyman en dr. 
G. Falkson' wat in 1960 verslag oor sommige 
van die resultate gedoen het. 

Dit skyn asof die verslag van Fichardt en 
Jacobs ’n belangrike mylpaal is in die poging 
om kwaadaardigheid meer toeganklik vir 
kankerbestrydingsmiddels (fisies of chemies) te 
maak. ’n Doeltreffender dosis bestraling kan 
deur middel van die kobaltbom toegedien word 
met ’n vermindering in die voorkoms of waar- 
skynlikheid van bestralingsiekte; maar selfs 
hierdie voordeel sal miskien nie die toediening 
van ’n doeltreffende kankerdodende dosis 
moontlik kan maak nie. 

Geneeshere wat kanker chemoterapeuties 
aanval, het met ’n dergelike struikelblok te 
kampe gekry, omdat al die beskikbare kanker- 
bestrydingsmiddels ernstige toksiese effekte het 
wat in byna regstreekse verhouding tot hul 
terapeutiese voordele staan. 

In ’n aansienlike reeks van 57 gevalle van 
gevorderde kanker van die maag het Fichardt 
en Jacobs aangetoon dat daar bemoedigende 
tekens is wat aandui hoe die ernstige struikel- 
blok van toksisiteit uit die weg geruim kan 
word. Telekobaltterapie saam met 5-fluoor- 
urasiel, toegedien so gou moontlik na chirurgie, 
het gevorderde kliniese verbetering tot gevolg, 
met baie min kliniese versteuring. Die 
skrywers som dit op in die volgende verklaring: 

,Oor die algemeen was daar ’n opvallende ver- 
mindering in die grootte van die tumor, gepaard 
met verligting van pyn en gevolg deur ’ n goeie eet- 
lus en 'n definitiewe toename in gewig.’ 

Baie van die pasiénte was in staat om hul vroeére 
aktiwiteit te hervat. 

Dit is van belang om te besef dat chirurgie nog 
steeds ’n belangrike rol speel. Die skrywers meen 
dat dit noodsaaklik is om soveel van die primére 
letsel soos moontlik te verwyder. In die onderhawige 
ondersoek is ’n aansienlike bydrae tot die welslae 
van die resultate gelewer deur die bewonderenswaar- 
dige spanwerk en samewerking van prof. C 
Derkson (Hoof van die Departement Chirurgie, 
Universiteit van Pretoria) en sy personeel. 

n Oorsig van die siektegeskiedenis van die be- 
teste pasiénte bewys dat baie van hulle nie verwag 
kon geword het om so lank te lewe (of te geleef 
het) met die ouer vorms van behandeling nie. Die 
resultate kom derhalwe daarop neer dat die lot van 
die kankerlyer heelwat verlig is. 


MEDICAL PROCEEDINGS * MEDIESE ByDRAES 539 


Fluorouracil. The initial trials to test this 
principle of combined (and apparently syner- 
gic) treatment were carried out in collabora- 
tion with Prof. H. W. Snyman and Dr. G 
Falkson,' who reported on some of the results 
in 1960. 

The report by Fichardt and Jacobs appears 
to mark an important advance towards mak- 
ing malignancy more accessible to anti-cancer 
agents (physical or chemical). A more effec- 
tive dose of radiation can be administered by 
means of the cobalt bomb, with a reduction 
in the incidence or likelihood of radiation 
sickness; but even this advantage may not per- 
mit the administration of a sufficient cancerici- 
dal dose. 

Physicians attacking cancer chemothera- 

utically have met with a similar obstruction, 

cause all available anti-cancer agents produce 
serious toxic effects which are almost directly 
proportional to their therapeutic benefits. 

Fichardt and Jacobs have demonstrated on 
a substantial series of 57 cases of advanced 
cancer of the stomach, that there are encourag- 
ing signs pointing to a way of overcoming 
the serious hurdle of toxicity. Telecobalt 
therapy combined with 5-Fluorouracil, ad- 
ministered as soon as possible after surgery, 
results in an advanced clinical improvement 
with very little clinical disturbance. The 
authors summarize this by stating: 


“Generally there is a striking reduction in the 
size of the tumour, with relief of pain, followed 
by a good appetite and a definite gain in weight.’ 


Many of the patients have been able to 
resume their former activities. 

It is important to appreciate the still major 
role played by surgery. The authors regard as 
essential the removal of as much of the primary 
lesion as possible. In the present investiga- 
tion, a substantial contribution to the success 
of the results has been due to the admirable 
team-work and co-operation of Prof. C. H. 
Derkson (Head of the Department of Surgery, 
University of Pretoria) and his staff. 

A survey of the case material leaves little 
doubt that many of the patients could not 
have been expected to survive as long as they 
have (or did) on the older forms of treatment. 
The results therefore represent a substantial 
advance in making easier the lot of the cancer 
sufferer. 


1. Snyman, H. W. en Falkson, G. (1960): Ge- 
neeskunde, 2, 40. 
Snyman, H. W. en Falkson, G. (1960): S. Aft. 
Kankerbulletin, 4, 37. 
Snyman, H. W. en Falkson, G. (1960): Med. 
Bydr., 6, 750. 


1. Snyman, H. W. and Falkson, G. (1960): Ge- 
neeskunde, 2, 
Snyman, H. W. and Falkson, G. (1960): S. 
Afr. Cancer Bull., 4, 37. 
Snyman, H. W. and Falkson, G. (1960): Med. 
Proc., 6, 570. 
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Die beginsel van gesamentlike radio- en chemo- 
terapie, soos ontwikkel deur die Pretoriase navor- 
sers, stel ook ’n belangrike gebied oop vir verdere 
proefnemings met ander kankerbestrydende middels 
sodat ,ons met verloop van tyd oor ’n stel sleutels 
sal beskik, elkeen waarvan in ’n besondere slot sal 
pas.’ 

Die toepassing van hierdie vorm van kankerterapie 
op gevalle in ’n baie vroeér stadium van die siekte 
word deur die Pretoria-resultate geregverdig. Indien 
die resultate so belowend was met die grotendeels 
hopelose gevalle op wie die tegniek aanvanklik toe- 
gepas is, is daar grond vir optimisme wat betref die 
vroeér stadiums van maagkwaadaardigheid. Die 
skrywers kom tereg tot die gevolgtrekking: 

Dit is onmoontlik om die voordele wat hierdie 
pasiénte ten gevolge van gesamentlike telekobalt- en 
5-fluoorurasiel-terapie verkry het, in woorde of met 
behulp van kille statistieke uit te druk.’ 
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The principle of combined radio- and 
chemotherapy developed by the Pretoria in- 
vestigators also opens up an important field for 
further trial with other anti-cancer drugs so 
that ‘in time we will acquire a set of keys 
each one of which will fit a particular lock.” 

The Pretoria results justify the application 
of this form of cancer therapy to cases at a 
much earlier stage of the disease. If the results 
have been so encouraging with the largely 
hopeless cases on whom the technique was 
first tried, there is room for optimism in tack- 
ling the earlier stages of gastric malignancy. 
As the authors rightly conclude: 

“It is impossible to put into words or cold statis- 


tics the benefits these patients derive from combined 
Telecobalt and 5-Fluorouracil therapy.’ 


ABSTRACTS 


OBSERVATIONS ON THE Use oF Hypacom (PH 203) 1n 
THE TREATMENT OF MYOCARDIAL INFARCTION IN 
ELpErRLy PATIENTS 


Hypacom was routinely given to patients over 60 
years of age with myocardial infarction after 2 deaths 
occurred following administration of antic ts. 

The material reviewed comprises a total of 88 cases. 

Among 43 patients treated with Hypacom, results 
were satisfactory in all but one case (death due to 
sudden cardiac arrest). Recovery from shock was 
strikingly rapid. _ Thrombo-embolic complications 
were not observed. All 42 surviving patients were 
free from discomfort on discharge from the hospital. 

Ten patients received anticoagulants. Complications, 
usually haematomata, occurred in 7 cases. One patient 
died (sudden cardiac arrest). 

Among 23 patients in whom only the usual cardiac 
and anti-shock therapy was employed, there were 6 
deaths. 

In another series of patients who did not receive an’ 
special therapy there were 12 cases of early death 
(within 3-16 hours following the infarction). 

The dosage of Hypacom was 4 ml. intramuscularly, 
3 times daily for 3 weeks. The injections were well 
tolerated locally. The only side effect noted was slight 
nausea in 4 cases. 


(Theinl, K. (1961): Wien. Klin. Wschr., 73, 143.) 


MASSIVE PENICILLIN THERAPY FOR MENIN- 
GOCOCCAL AND PNEUMOCOCCAL MENINGITIS 
IN CHILDHOOD 


The intramuscular administration of massive doses 
of water-soluble penicillin G (1 mega-unit/Kg. 
body weight daily) every 3 hours produces in the 
cerebrospinal fluid penicillin levels bactericidal to 
meningococci and pneumococci without causing side 
effects. This makes the intrathecal administration 
of penicillin unnecessary. 

Of 34 children with meningococcal meningitis, 
32 recovered without residual defects. Only 2 cases 
of Waterhouse-Friderichsen syndrome were fatal. 


Twelve children with pneumococcal meningitis were 
treated by the same method, with the addition of 
a second antibiotic in some cases; 10 recovered 
without complications. One child died on the day 
after admission and in another some defects per- 
sisted. 

Massive penicillin therapy has led to an unequi- 
vocal reduction of mortality and to a lower inci- 
dence of incomplete cures in both pneumococcal 
and meningococcal meningitis in children. 

Comment: In an answer to a question on trans- 
choroidal passage of drugs into the cerebrospinal 
fluid in Brit. Med. J., 1957, 2, 1321 (30 Novem- 
ber), penicillin concentrations in the spinal fluid 
are stated to low even after massive dosage. 
This is said to be due to protein binding which 
renders the material unavailable for transfer. 

{Friederiszick, F. K. and Hoffecker, E. (1957): 
Germ. Med. Mon., 2, 216.] 


PREDNISONE AND PREDNISOLONE THERAPY IN 

RHEUMATOID ARTHRITIS: CLINICAL EVALUA- 

TION, WITH EMPHASIS ON GASTROINTESTINAL 

MANIFESTATIONS, IN 156 PATIENTS OBSERVED 
FOR 4 TO 14 MONTHS 


Details are given of 156 patients treated by oral 
administration of either prednisone or prednisolone. 
The initial dosage ranged from 10 to 40 mg. per 
day given in divided doses of approximately 6- 
hourly intervals. In most patients 10 mg. or less 
per day sufficed for maintenance. Treatment was 
continued from periods ranging from 4 to 14 
months. There was a general improvement in the 
functional capacities of the patients, 38 of the 59 
adult male patients were enabled either to return 
to work or to continue their work status. 

Peptic ulcer was noted in 7 of 43 patients with 
dyspepsia, 3 patients developed haemorrhages and 
2 suffered perforations. 

{Stolzer, B. L., Barr, J. H., Eisenbeis, C. H., 
Wechsler, R. L. and Margolis, H. M. (1957): J. 
Amer. Med. Ass., 165, 13.} 
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GASTRIC CANCER TREATED WITH TELECOBALT THERAPY 
IN COMBINATION WITH THE ANTIMETABOLITE 5-FLUOROURACIL 


T. FICHARDT, M.D., D.Sc., M.MED. (RAD.T.), D.M.R.E. 
and 


E. L. JAcoss, B.A.. M.D., D.M.R. 
Department of Radiotherapy, Pretoria General Hospital and the University of Pretoria 


‘ Although the physicians of all nations from the time of Hippocrates to 
the present, have by numberless researches and experiments made trial 
of everything in nature from the most innocent drug to the most virulent 
poison, both in the mineral and vegetable kingdoms, yet the disease still 


baffles the power of physic.’ 


Since January 1958 we have been impressed 
by the potentiating effects of certain cancer 
chemotherapeutic agents on radiotherapy and 
vice versa in the treatment of some malignant 
diseases, and in particular of advanced cancer 
of the stomach. Such synergic action appears 
to eliminate the refractoriness that develops in 
certain malignant tumours after repeated treat- 
ment with either agent alone. 

We have found that by combining radio- 
therapy with cancer chemotherapy it is possible 
to give a lower dose of each agent and still 
produce the desired biological effect. This 
overcomes the severe toxic and high-dose 
effects which follow radical treatment with 
either agent on its own. In particular we have 
used the antimetabolite 5-Fluorouracil and a 
Siemens 2,000 Curie Telecobalt Unit. 

The fluoronated pyrimidine 5-Fluorouracil, pro- 
duced by et at the Hoffman-La 
Roche Laboratories, Nutley, U.S.A. in association with 
Heidelberger et al. of the McArdle Laboratories, 
University of Wisconsin, U.S.A., has been supplied 
to us for research purposes, through Roche Labora- 
tories, Switzerland. The drug is not on the market. 

In collaboration with Prof. H. W. Snyman 
(Head of the Department of Internal Medi- 
cine) and his clinical assistant, Dr. G. Falkson? 
we have used both separate and combined 
therapy in the treatment of a series of 57 cases 
of advanced cancer of the stomach. Our 
immediate results with combined therapy have 
been most encouraging and are decidedly 
better than with separate therapy. In this re- 
port we give our results and experience gained 
over the past 2 years. 


THE HisToRY OF COMBINED THERAPY 


During the past decade sporadic attempts have 
been made to use radiotherapy in combination 


(Burrows, 1767). 


with one or other cancer chemotherapeutic 
agent in the treatment of malignant disease. 
The object has been to augment the biological 
effect of the one agent with the other. As a 
direct result of this the dosages of either could 
be reduced. Most of the work has been done 
on experimental animals. Noteworthy among 
the pioneers in this field are Carpender,’ 
Graham and Graham,* Ertl,> Loken,’ Kliger- 
man’ and Heidelberger et 


Mitchell’ was the first to recommend Syn- 
kavit (tetrasodium 2-methyl-1: 4-naphtho- 
hydroquinone diphosphate, synthetic vitamin 
K) as a means of sensitizing human cancers to 
irradiation. Survival rate was increased in his 
series of bronchogenic carcinoma treated by the 
combined method. Synkavit alone had no 


effect. 


Thomas” combined radiotherapy with 
several agents, viz. CB 1348; Myleran, 6-mer- 
captopurine, Aminopterin and Testosterone in 
treating 8 patients with solid .tumours. He 
carried them through a course of radiotheraphy 
and towards the end of the course super- 
imposed these chemicals with encouraging re- 
sults. Since then he has treated more than 
100 cases, but says it is too early to assess final 
results, 


D’Angio" used radiotherapy in combination 
with Actinomycin D (an antibiotic and carci- 
nolytic agent isolated by Waksman in 1954), 
in the treatment of 126 cases (including chil- 
dren and adults) suffering from a variety of 
neoplasms. With combination therapy the 
same effect was produced with smaller doses. 
Moreover, Actinomycin D alone could reacti- 
vate latent radiation effects in tissues which 
had been previously irradiated but had re- 
turned to normal. The reaction was identical 
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in type and distribution to that produced pre- 
viously by the radiotherapy. Certain neoplasms 
had shown a favourable response to such com- 
bined therapy. 


Our First CASE: JANUARY 1958 


Our first patient, treated with conventional 
deep X-ray therapy combined with Sanamycin, 
was an esteemed colleague, 69 years of age, 
suffering from an inoperable growth of the 
rectum. He first complained of nausea, fol- 
lowed by frequency and an inability to hold 
his urine—his clothes and bed-linen were 
always wet. In January 1958 he saw a urologist 
who diagnosed prostatitis plus ‘something 
else’ in view of the fact that a deep-seated 
mass could be palpated in the pelvis. 

Cystoscopy, sigmoidoscopy and a barium enema 
pointed to pelvic pathology. Laparotomy revealed a 
large inoperable pelvic mass. The growth extended 
from the sacrum to the posterior wall of the bladder, 
completely surrounding and involving the rectum, 
but stopping short of penetrating the mucous sur- 
faces of either rectum or bladder. A biopsy estab- 
lished the histological diagnosis of an anaplastic 
carcinoma, probably of rectal origin. 

He was referred to us for radiotherapy. He had 
lost about 30 Ib. in weight during the previous 
month and his blood urea had risen to 80 mg. per 
100 ml. Cystoscopic examination revealed a blocked 
right ureter through pressure from outside. The 
left ureter was open. A barium enema showed a 
constant filling defect in the rectum, causing defor- 
mity and narrowing of about 8 cm. of rectum extend- 
ing upwards from a point about 5 cm. above the 
anus. A large mass was palpable deeply seated 
in the pelvis, central in position and about the size 
of a large naval orange. 

A course of deep X-ray therapy was com- 
menced on 12 February 1958, using the follow- 
ing factors: 

250 K.V. Siemens Pendulum Unit, 16 m.A., 50 
F.S.D., Filter—2.0 mm. Cu and 1.0 mm Al (with 
lead shielding of vital parts). A daily dose of 200 r 
per field was given through 3 fields 10 x 12 cm” 
arranged in triangular fashion around the pelvis, one 
centrally anterior and 2 obliquely posterior, to give 
a radical tumour dose of 3,000 rads at a depth of 
10 cm. in 15 treatments spread over 21 days. 

After 4 treatments the patient had an acute episode 
following a shower of small blood clot emboli to 
the lungs. Treatment was stopped from 18 to 25 
February. After considerable pain for 2 days, he 
recovered sufficiently within a week to continue the 
course of radiotherapy. It was decided to increase 
the tumour dose to 3,600 rads in 5 weeks, to com- 
pensate for the loss of one week at a critical stage 
of the treatment. The treatment was then given 
daily (Saturdays and Sundays excluded) from 25 
February to 17 March 1958. In all, 19 treatments 
were given in 5 weeks. The final tumour dose was 
3,515 rads. 

During the treatment period the blood urea 
rose to 100 mg. per 100 ml. Towards the 


end of the treatment the patient had regained 
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complete control of the bladder and no longer 
wetted his clothes and bed-linen. . The fre- 
quency was much improved. After the course 
of radiotherapy had been completed, a barium 
enema revealed an almost normal looking rec- 
tum with very little deformity present. An 
X-ray of the chest was normal. There was no 
evidence of pulmonary metastases. A cysto- 
scopic examination established the fact that the 
blocked right ureter was now open and ad- 
mitted a ureteric sound with ease. Clinically 
the pelvic mass had shrunk to about one 
quarter its original size; indeed, it was quite 
difficult to palpate the mass with any certainty. 

The radiotherapy was then followed by a short 
course of cancer chemotherapy in the form of intra- 
venous injections of Actinomycin C (Sanamycin), 
made by Farbenfabriken Bayer, Leverkusen, Ger- 
many. On the first day, 100 micrograms dissolved 
in distilled water was injected intravenously, fol- 
lowed on the third day by 200 micrograms and on 
the fifth day by another 200 micrograms. The injec- 
tions caused extreme nausea and much vomiting. 
When the injections were discontinued these symp- 
toms cleared immediately. 

After completing this course of combined 
therapy the patient was advised to recuperate 
at the seaside. By this time the blood urea had 
dropped to 88 mg. per 100 ml. The bladder 
had a greater capacity, but the large bowel was 
not functioning as freely as it should, chiefly 
due to radiation reaction enhanced by the 
cancer chemotherapeutic agent. After arriving 
at the seaside, bowel function failed completely 
and colostomy seemed inevitable. The patient 
was treated conservatively. Within a couple 
of days the bowel began to function normally 
and since April 1958 the patient has had no 
further trouble with constipation. 

He has been followed up at regular inter- 
vals and at the last examination, now 33 years 
after treatment, he was in perfect health with 
no clinical evidence of disease. The blood urea 
was normal. Bowel and bladder functions had 
returned to normal. His appetite was excellent 
and he was back to his normal weight of 190 
lb., enjoying full normal activity. 

We are convinced that combined radio- 
therapy and cancer chemotherapy has been re- 
sponsible for this excellent result in a case of 
inoperable cancer of the rectum. 


THE ANTIMETABOLITE 5-FLUOROURACIL 


Rutman e¢ al." reported an increased utiliza- 
tion of labelled Uracil in primary, induced rat 
hepatoma as compared with normal liver. 
Heidelberger et al.° argued that with this 
increased utilization of Uracil for nucleic acid 
biosynthesis in tumours it might be possible 
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to devise and synthesize a potential blocking 
agent very closely related to Uracil. It appeared 
plausible that replacement of a hydrogen atom 
by a fluorine atom in the pyrimidine ring 
should lead to an analogue of considerable 
potency. Of the 3 possible positions for the 
substitution of the fluorine, carbons 2, 6 and 5, 
the latter was chosen, because the fluorine is 
on the same carbon as the methyl group of 
thymine. Accordingly a collaboration was 
started with Duschinsky et al. of Hoffman- 
La Roche Inc., the result of which was the 
successful synthesis of 5-Fluorouracil, and of 
related 5-Fluoropyrimidines. 

In a study of the effects of fluorinated pyri- 
midines on transplanted tumours in animals, 
they found that in general the activity of 
5-Fluorouracil was greater than that of 5-Fluo- 
rourotic acid. The toxicity of 5-Fluorouracil 
was characterized by delayed deaths, haemo- 
poietic depression, diarrhoea, weight loss and 
haemorrhage in the lungs and intestines. These 
compounds acted as tumour growth inhibitors 
rather than as carcinolytic substances. 

When a course of treatment of 5-Fluoro- 
uracil was combined with a single local X-radi- 
ation on established sarcoma 180 in mice, com- 
plete disappearance of all tumours was 
observed. When either agent was used on its 
own, the tumour maintained its original size. 
They suggested the desirability of using deep 
X-ray therapy in combination with 5-Fluoro- 
uracil in a treatment trial on human cancer 
sufferers. 

Curreri e¢ obtained tumour regression 
in patients with carcinoma of the breast, ovary, 
cervix, colon, rectum and liver (hepatoma) only 
when high toxic doses of intravenous 5-Fluoro- 
uracil was administered. They observed no 
beneficial effect in patients with malignant 
melanoma, hypernephroma or carcinoma of the 
lung, stomach or pancreas. Toxic effects, how- 
ever, prevented adequate treatment. In mild 
cases these toxic effects caused nausea, vomit- 
ing, stomatitis, diarrhoea and bone marrow de- 
pression. In severe cases they caused gastro- 
intestinal ulceration, haemorrhage, ileus, shock, 
bilateral pneumonia, agranulocytosis and death. 
Their treatment regime consisted of giving all 
patients a test course of 15 mg. per Kg. per 
day for 5 days and then to examine these 
patients in one month, as it was impossible to 
predetermine sensitivity to the drug. If mild 
to moderate toxic signs and symptoms 


occurred, the same course was repeated over a 
5-day period; if none appeared the patient was 
given 7 daily consecutive intravenous injec- 
tions. 
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Brennan and Vaitkevicious used 5-Fluoro- 
uracil in the treatment of 155 patients with 
solid tumours. They found that 5-Fluorouracil 
caused tumour regression, but that its duration 
was variable. They came to the conclusion 
that 5-Fluorouracil was a drug of narrow thera- 
peutic range which was very toxic in thera- 
peutic dosage. The chief clinical value was its 
ability to induce regression in cancer of the 
colon. 

Foye et al. used a combination of 5-Fluoro- 
uracil and deep X-ray therapy in the treatment 
of 18 cases of various inoperable malignancies. 
The dose for each agent was kept at a non- 
toxic level. The 5-Fluorouracil (15 mg. per 
Kg. for 5 days and 7.0 mg. per Kg. twice 
weekly thereafter) was administered in 3 to 4 
hours by intravenous drip in 200 to 500 c.c. 
of normal saline. This was followed by a single 
course of deep X-ray therapy to a tumour dose 
limited to 2,000 r. They found a greater 
degree of tumour regression than was obtain- 
able with either mode of therapy given alone. 


THE RATIONALE OF COMBINING RADIO- 
THERAPY AND 5-FLUOROURACIL 


Irradiation and its Effects on DNA Synthesis. 
Ionizing radiations never stimulate living cells; 
they either disturb or destroy them. Owing to 
a wide, specific range of sensitivity of different 
kinds of cells, the radiation doses required to 
produce an observable effect may range from 
50 to many thousands of rads. 

Lymphocytes may be destroyed by relatively 
small doses of 50 rads, while nervous tissue 
may be radio-resistant to doses in excess of 
5,000 rads given under the same conditions. 
Furthermore, all the cells of a particular organ 
are not all equally affected at the same time by 
the same dose. Many lymphocytes in a lymph 
node may be destroyed by a dose of 50 rads, 
but it may require 100 times that dose to 
attempt to destroy every lymphocyte in the 
node; even then many would escape injury or 
destruction. 

In spite of general agreement that the bio- 
logical effects brought about in irradiated 
tissues are directly due to the ionization pro- 
duced in the tissues absorbing these rays, there 
is as yet no clear explanation regarding the 
precise mechanism responsible for cell injury 
and cell death. We believe that the radiation 
effect is due to a biochemical disturbance of 
chromosomal activity in the proliferating cell. 

All cells show an increased radio-sensitivity 
during mitotic division. Mitosis, however, is 
not the only critical phase of cell proliferation 
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Another phase called the S-phase (or chromo- 
some doubling) has been identified with equal 
precision. During the S-phase the cell syn- 
thesizes new chromosomal material before 
undergoing mitosis. During the different 
phases (chromosome doubling and mitosis) 
changes occur in the concentration and distri- 
bution of nucleic acids in the cells. The chief 
nucleic acids are desoxyribose nucleic acid 
(DNA) and ribose nucleic acid (RNA). DNA 
is found mainly in the chromosomes while 
RNA is found mainly in the mitochondria. In 
the metaphase the DNA of the chromatin in- 
creases while the RNA of the mitochondria 
decreases. 

Thymidine is known to be incorporated 
almost exclusively into DNA. It is thus pos- 
sible to recognize unequivocally the nuclei of 
cells that are synthesizing DNA if thymidine 
labelled with radiotritium is administered and 
followed by high resolution autoradiography. 

Quastler'® states that with this method the 
position of cells in the S-phase can be identi- 
fied and the rate of synthesis roughly estimated. 
Thus it can be proved that irradiation affects 
DNA synthesis. He concludes by stating that 
2 phases of cell proliferation are known in 
some detail: chromosome doubling and 
mitosis, and that both these phases are affected 
by irrdiation. The irradiation upsets the 
normal sequence of these phases in cell life and 
ultimately leads to cell injury and cell death. 

Nitrogen Mustard and its Effect on DNA 
Synthesis. Since World War II substances of 
the nitrogen mustard class (radiomimetic 
chemicals) have produced in cells lesions very 
similar to those produced by radiotherapy, and 
attempts have been made to replace radio- 
therapy by these radiomimetic chemicals in the 
treatment of malignant disease. Some success 
has been obtained chiefly in the field of the 
reticuloses. It has been observed that these 
radiomimetic chemicals produce chromosomal 
aberrations very similar to those produced by 
radiotherapy and that the chief action is on 
DNA synthesis. These radiomimetic chemicals 
can therefore act both as mutagens and carci- 
nogens. 

5-Fluorouracil and its Effects on RNA Syn- 
thesis, Chandhuri, Montag and Heidelberger” 
found that 5-Fluorouracil was converted into 
acid-soluble fluorouridine nucleotides at the 
mono-, di- and triphosphate levels and was 
incorporated into RNA, but not in DNA, in 
mouse liver, spleen, sarcoma 180, Erhlich 
ascites carcinoma and a human metastatic carci- 
noma. The incorporation of RNA reached a 
maximum at 4 hours and then declined. This 
suggested a high turnover for the process and 
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that the 5-Fluorouridine nucleotides were 
randomly distributed throughout the RNA 
molecule. The actual amount incorporated was 
small, never exceeding a quantity correspond- 
ing to 6% of the Uracil content. He was not 
sure whether this relatively small amount of 
‘fraudulent’ RNA could account for the toxic 
and tumour-inhibiting properties of the fluoro- 
nated pyrimidine. It seemed to him, however, 
to be a logical conclusion. 


Our HYPOTHESIS ON THE SYNERGIC EFFECT 
OF COMBINED THERAPY USING RADIO- 
THERAPY AND 5-FLUOROURACIL 


We argued that if DNA synthesis was essential 
for chromosomal doubling and mitosis leading 
to cell proliferation and that if radiotherapy 
was capable of adversely affecting such DNA 
synthesis, it must inevitably cause the death 
of the cell. If, however, the malignant cell was 
capable of replacing the deficient DNA by the 
transformation of RNA to DNA, it was 
obvious that the destructive effect of radio- 
therapy on the malignant cell would thereby 
be neutralized to a certain extent. 

If, therefore, the RNA synthesis could be 
adversely affected or blocked by the antimeta- 
bolite 5-Fluorouracil, it should be possible to 
prevent this replenishing activity (or transfor- 
mation of RNA to DNA) that follows the 
destructive effect of radiotherapy on DNA 
synthesis. 

If this is so, then the destructive effect of 
radiotherapy upon malignant cells should be 
considerably enhanced by the coincident ad- 
ministration of 5-Fluorouracil. 

We formulated the hypothesis that the bio- 
logical effect must be enhanced if malignant 
cells are attacked along both these metabolic 
pathways; that the synergic effect must lead 
to an important reduction in dosage from each 
agent; and that the desired biological results 
will be obtained with such reduced dosage. 

It was obvious that radiotherapy in associa- 
tion with a radiomimetic chemical such as 
nitrogen mustard could not have this synergic 
effect because both acted on DNA synthesis. 
We, therefore, chose radiotherapy and the anti- 
metabolite 5-Fluorouracil in our experiment of 
combining 2 modalities in the treatment of 
advanced cancer of the stomach. 


Our TECHNIQUE 


We found that 5-Flououracil enhanced the 
effect of radiotherapy at least twofold. These 
enhanced effects could lead to severe local re- 
actions if high doses of each agent were used 
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concurrently or successively. We therefore 
decided to plan our treatment over a period 
of 6-9 months and continue beyond that if 
necessary and possible. 

The patient was given a combined course of 
telecobalt therapy and 5-Fluorouracil during a 
week, preferably the same week. The course 
was repeated at intervals of 4 to 6 weeks. We 
aimed at giving 6 such courses, depending on 
the response of the patient, and bearing in 
mind the fact that these patients were very ill. 
Each course consisted of administering a 
tumour dose of 1,000 rads in 5 days and re- 
peating this every 4-6 weeks until a total 
tumour dose of 6,000 rads had been given in 
6-9 months. The biological effect was equiva- 
lent to about 12,000 rads in the absence of 
5-Fluorouracil. 

Coincident with the radiotherapy the patient 
was given a course of 5-Fluorouracil. The 
very severe toxic effects arising from the ad- 
ministration of 5-Fluorouracil alone, in dosage 
sufficient to produce tumour regression, led us 
to adopt our present regime. The patient was 
given daily intravenous injections of 5-Fluoro- 
uracil on a basis of 15 mg. per Kg. body 
weight on 5 consecutive days or until a definite 
stomatitis and marked diarrhoea developed. 


_The 5-Fluorouracil was then discontinued and 


a subsequent course commenced in 4 to 6 
weeks. The following investigations were per- 
formed: white blood count, differential, haemo- 
globin and platelet count 3 times a week; 
urinalysis and liver function tests once a week. 
The patients were examined daily for evidence 
of toxicity. 

Prognosis. There appears to be no curative 
treatment for cancer of the stomach, except 
perhaps in a limited group following total or 
subtotal gastrectomy where the lesion is small 
and localized with no metastases. Unfortunately 
the majority are large and advanced with 
lymph node involvement when first diagnosed. 
The overall 5-year survival rate is less than 
10%. In a series of 1,264 cases analysed by 
Ransom”™ the number of 5-year survivals fol- 
lowing surgery was 7.8%. 


ASSESSMENT 


To assess the value of cancer therapy in general 
and cancer of the stomach in particular with 
less than 10% surviving more than 5 years, is 
a difficult problem. A universal plea has been 
made for greater statistical analysis of all cancer 
cases with the object of finding the best 
method of treatment for a particular type of 
cancer. But even the most carefully compiled 
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statistics are very unreliable, for there is 
an enigmatic quality about the disease, the 
patient, the doctor and the statistician that 
does not lend itself to accurate measurements. 
Moreover, in any given series the numbers in- 
volved are usually too small for statistical pur- 
poses. 

We have attempted to assess our results on 
the basis of a clinical appraisement of the 
socio-economic capabilities and well-being of 
the cancer sufferer (for a particular age group) 
before and after treatment, irrespective of 
whether the patient has been cured of his 
cancer. We have all had the experience of a 
cancer patient living a fairly normal life with 
a cancer that is under control but certainly not 
cured, 


We are therefore convinced that in those 
cases where a cure seems beyond the capabili- 
ties of the surgeon or radiotherapist, with pre- 
sent resources, the results obtained should not 
be assessed on a 5-year cure rate, but rather on 
the control obtained as evidenced by the socio- 
economic capabilities and the sense of well- 
being of the patient during the remaining 
months or years of life. 

Of particular importance in assessing the 
value of combined therapy in cases of cancer 
of the stomach is whether the patient is 
capable of returning to normal activity, 
whether he is free of pain, whether he can 
enjoy his meals and is capable of gaining 
weight and, finally, whether he has few or 
many complaints. 

Bearing these points in mind we have classi- 
fied the patients into their particular age 
groups to assist in assessing limited or normal 
activity. We have defined the clinical condi- 
tion after treatment in the following terms: 
Much better, better, worse and much worse. 
These terms are defined as follows: 

i. Much Better: This indicates a return to nor- 
mal activity, comparatively free of pain, capable of 
enjoying full meals, generally free of complaints and 
gaining steadily in weight. 

ii. Better: This indicates a return to limited 
activity, awareness of vague pains, but capable of 


enjoying special meals and suffering from few 
complaints; weight fairly constant. 

iii. Worse: This indicates very limited activity. 
The patient can look after himself but needs some 
help. Pains are troublesome; appetite and enjoy- 
ment of food are poor. There are many complaints 
and some loss of weight. 

iv. Much Worse: This indicates the need for 
hospitalization. The patient cannot help himself, but 
death is not imminent. Pain is usually unbearable. 
There is complete loss of appetite and enjoyment of 
food. The patient is full of complaints, with pro- 
gressive loss of weight. 
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ANALYSIS 


From our series of 57 cases of advanced cancer 
of the stomach, males were involved twice as 
often as females in the proportion of 39:18. 
Most of our cases were advanced in years; 8 
were over 80; 12 over 70; 16 over 60 and 13 
over 50 years of age. Only 8 were under 50. 
The youngest was 37, and the eldest 90. All 
were Europeans; not a single Bantu case was 
referred for radiotherapy. The position is just 
the reverse for cancer of the oesophagus. 

As an adenocarcinoma, cancer of the stomach 
is regarded as a radio-resistant tumour; but by 
the time the patient reaches the radiotherapist 
there is a large mass of malignant tissue pre- 
sent with metastases to the surrounding lymph 
nodes and often to the liver. It is not sur- 
prising that cancer of the stomach is classed as 
radio-resistant. It is impossible to deliver a 
radical radiotherapeutic dose, at a depth, to so 
large a volume of malignant tissue without 
upsetting the normal structures in the neigh- 
bourhood. With combined therapy, using tele- 
cobalt and 5-Fluorouracil, these adenocarci- 
nomas have proved to be radio-responsive and 
more amenable to treatment. 

We have found it possible to classify our 
series of 57 cases of cancer of the stomach into 
3 categories according to radiological and 
operative findings: 

i. The fungating type; 

ii. The ulcerative type; and 

iii. The indurative type. 
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The fungating type projects into the lumen 
of the stomach filling it partially or completely 
with a bunched nodular tumour, or an irregular 
warty growth which is revealed radiologically 
by a characteristic filling defect in the barium- 
filled stomach. At operation the malignant 
tissue is pinkish-grey, soft or hard, warty or 
nodular, often friable but seldom ulcerated. The 
fungating mass is generally limited to the 
mucosa or submucosa, but there is early spread 
to the regional lymph nodes. 

The ulcerative type has an indurated and 
thickened margin around a central ulcer, pro- 
ducing a tumour of some size which is revealed 
radiologically by the presence of a large ulcer 
crater associated with feeble gastric peristalsis. 
At operation the malignant tissue is pinkish- 
grey, with raised, rolled and thickened edges 
surrounding a central crater. The carcinomatous 
tissue tends to penetrate the outer surface of 
the stomach and infiltrate the surrounding 
normal tissues. 

The indurative type spreads _ diffusely 
throughout the mucosa and submucosa produc- 
ing the typical linitis plastica or ‘leather 
bottle’ stomach. Radiologically the stomach 
is small and has a gaping pylorus which allows 
a full barium meal to pass through in a matter 
of minutes. At operation the cancerous tissue 
involves the gastric wall and produces marked 
thickening, as much as 1-2 cm. The mucosal 
folds are atrophied and replaced by a shallow, 
erosive type of ulceration. The lesion extends 


TABLE 1: ANALysIs OF 57 Casrs oF ADVANCED CANCER OF THE STOMACH WITH REGARD TO TypE OF LESION 
AND OPERATION 


Fungating Tumour | Ulcerated Tumour \ Indurated Tumour Grand Total 
Type of Operation 
Alive Dead Alive Dead Alive Dead Alive Dead Total 

Gastrectomy .. ax 3 10 3 9 1 3 7 me 29 
Laparotomy .. os 1 9 1 2 1 6 3 17 20 
No operation .. are 2 2 0 0 1 3 3 5 8 
Total .. ee Ss 6 21 4 11 3 12 13 44 57 
Grand Total .. 27 15 15 57 
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from the pyloric antrum upwards until the 
whole stomach becomes involved. 

Metastases from all 3 types were frequent, 
but seemed to be localized to the regional 
lymph nodes and the liver. The lungs and 
bones were not involved. There was often 
spread to the supraclavicular lymph nodes on 
the left side of the neck. Malignant cells set 
free in the peritoneal cavity occasionally pro- 
duce widespread peritoneal carcinomatosis or 
Krukenberg’s tumour. 

Table 1 illustrates our analysis of these 57 
cases with regard to the type of lesion and the 
surgical treatment employed. 


MEDICAL PROCEEDINGS - 


MEDIESE ByDRAES 547 


Of the 57 cases: 

27 had a fungating tumour; of these 6 are 
alive and 21 dead; 

15 had an ulcerative tumour; of these 4 are 
alive and 11 dead; and 

15 had an indurated tumour; of these 3 are 
alive and 12 are dead. 

Of the 57 cases 29 had some form of gas- 
trectomy; of these 7 are alive and 22 dead; 

20 had a laparotomy with minor surgical 
interference mostly just a biopsy; of these 3 are 
alive and 17 dead; 

8 had no operations; of these 3 are alive 
and 5 are dead. 


TABLE 2; PATIENTS WITH ADVANCED CANCER OF THE STOMACH ALIVE AFTER TELECOBALT THERAPY AND 5 
FLUOROURACIL 
(13 of 57 cases) 


Months after Clinical 
Age Group Sex and Age A-Ray Operation Co-60 5-F.U. Treatment Condition 

30—39 F37 Indurated Gastrectomy 7x 7x 9 Better 
40—49 M48 Ulcerated Laparotomy 2x 2x 2 Much better 

M48 Fungating Laparotomy 2x 2x 2 Much better 

M49 Ulcerated Gastrectomy 3x 3x 3 Much better 
50—59 F54 Fungating Gastrectomy 2x 2% 2 Better 

M52 Indurated Laparotomy 3x 3x 3 Much better 

F51 Ulcerated Gastrectomy 5x 5x 5 Much better 
60—69 M63 Fungating Gastrectomy ae r in — 2 Better 

0) 
M65 Fungating Gastrectomy r in 40 Better 
30 

F66 Ulcerated Gastrectomy 3x 3x 4 Much better 

M66 Fungated No operation 9x 9x 17 Much better 
70—79 M74 Indurated No operation 1x 1x 3 Much better 
80—89 F86 Fungating No operation 4x 4x 6 Much better 

Radiotherapy: Co-60 dose = 300 r per day for 5 days 
7x = 7 courses (300 r per day for 5 days every 4 to 6 weeks). 
5-Fluorouracil: 5-F.U. dose = 15 mg. per Kg. in 5 intravenous injections. 
7x = 7 courses of (15 mg. per Kg. in 5 intravenous injections every 4 to 6 weeks). 
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In all the cases operated upon, regional 
lymph node metastases were present and in 
one third of the cases the liver was involved. 

From this analysis it does not appear to 
matter whether the lesion is fungating, ulcera- 
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tive or indurative or whether the surgical treat- 
ment is a gastrectomy, laparotomy or no opera- 
tion, and bad results were obtained in 
the sania combined treatment of all these 
patients. We were left with the impression, 


TABLE 3: Patients Wittt ADVANCED CANCER OF THE STOMACH DrAD AFTER TELECOBALT THERAPY AND 5- 


FLUOROURACIL 
(21 of 57) 
Months after Clinical 
Age Group Sex and Age X-Ray Operation Co-60 5-F.U. Treatment Condition 
40—49 M43 Indurated Gastrectomy 2x 2x 3 Worse 
M49 Ulcerating Gastrectomy 2x 2x 3 Worse 
F46 Fungating Laparotomy 3x 3x 5 Much better 
M46 Indurated Laparotomy 5x 5x 7 Much better 
50—59 M51 Indurated §=—S- Laparotomy 1x 1x 1 Much worse 
F55 Fungating Laparotomy 1x 1x 1 Much worse 
Fin gatting Gastrectomy 3x 3x 5 Much better 
M58 Indurated Laparotomy i 3x 5 Better 
150 Fungating Laparotomy 4x 4x 6 Much better 
M50 Fungating Gastrectomy 3x 3x 9 Much better 
F54 Ulcerated Gastrectomy 4x 4x 11 Much better 
M57 Fungating Gastrectomy 5x 5x 12 Much better 
60—69 M61 Fungating Gastrectomy 2x 2x 2 Better 
M64 Ulcerated Gastrectomy 1x 1x 4 Better 
F64 Fungating No operation 2x 2x 5 Much better 
F60 Fungating Gastrectomy 6x 6x 13 Much better 
70—79 M70 Fungating Laparotomy 5x 5x 9 Much better 
80—89 M80 Fungating Laparotomy 1x 1x 1 Worse 
M82 Fungating Laparotomy 1x 1x 2 Better 
M87 Indurated No operation 2x 2x 3 Much better 
F90 Ulcerated Gastrectomy 2x 2x 5 Much better 
Radiotherapy: Co-60 dose = 300 r per day for 5 days. 
Tx = 7 courses (300 r in 5 days every 4 to 6 weeks). 
5-Fluorouracil: 5 F.U. dose = 15 mg. per Kg. in 5 intravenous injections. 
Tx = 7 courses of (15 mg. per Kg. in 5 intravenous injections every 4 to 6 weeks). 
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however, that cases did better if as much of 
the cancer and regional lymph nodes could be 
removed by surgery before combined therapy 
was commenced. 

Of the 57 cases of advanced cancer of the 
stomach only 13 are alive. Of these 13 cases, 
9 are much better and 4 are better. The female 
patient of 37 years of age is making favour- 
able progress after 9 months on combined 
therapy. She was operated upon for linitis 
plastica and a partial gastrectomy was per- 
formed. A recurrence at the anastomotic junc- 
tion has left the patient with a partial obstruc- 
tion. She is classified as better as she is back 
at home attending to her duties with limited 
activity (Table 2). 

The male patient of 66 now 17 months on 
combined therapy is classified as much better 
as he is back at work doing his normal clerical 
work every day. He has gained 30 lb. in 
weight, which is now constant. He enjoys full 
meals with very little discomfort. He had a 
large fungating mass filling the stomach which 
was diagnosed as inoperable on clinical and 
radiological grounds and was going downhill 
rapidly, requiring hospitalization. He had lost 
50 Ib. in weight. The radiological evidence 
still shows a filling defect in the stomach, but 
the tumour has shrunk to one third of its 
original size, and there is greater mobility. 
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When first seen both these cases were in an 
advanced stage of the disease. 

The same applies to the other cases. In this 
group of 13 there are 8 males and 5 females. 
Eleven were treated with our combined 
therapy and 2 with radiotherapy alone. These 
two cases are not responding as well as the 
others. 

We are convinced that to attain the best 
results from combined therapy, the treatment 
must be carefully planned and both treatments 
must be administered during the same week. 
The effect is less convincing if the 5-Fluoro- 
uracil either precedes or follows the radio- 
therapy. 

Of the 44 cases that are dead, 21 were 
treated by our combined method of telecobalt 
and 5-Fluorouracil. Of these 12 were much 
better, 4 better, 3 worse and 2 much worse 
during the period that they lived. Of the 23 
that were treated with various combinations 
of therapy including telecobalt, deep X-ray 
therapy and various cancer chemotherapy 
agents, only 3 were much better, 7 better, 5 
worse and 8 much worse during the period 
that they lived. The 3 that were much better 
had combination therapy almost equivalent to 
our standard method. Of the 8 that were 
much worse, 2 had combined therapy with 
Endoxan as the chemotherapeutic agent, 3 had 


TABLE 4: PatreNts WirH ADVANCED CANCER OF THE STOMACH DEAD AFTER VARIOUS COMBINATIONS OF THERAPY 


(23 out of 57) 
Months after 
Age Group Sex and Age X-ray Operation Co—60 D.X.T. Chemotherapy Treatment Clinical Condition 

50—59 M 54 Fungating Laparotomy 3000 r in 12 days - 5—FU. 1x 1 Much worse. 

M51 Ulcerated Gastrectomy 3000 r in 12 days _ 5—FU. 1x 2 Worse. 
60—69 F 61 Indurated Laparotomy 6000 r in 30 days _ — 2, Much worse. 

M 62 Fungating Gastrectomy _ 3200 r in 16 days 5—FU. 1x 2 Much worse. 

M 64 Fungating Gastrectomy 3000 r in 12 days — 5—FU. 1x 2 Worse. 

M 66 Indurated No operation _ 3000 r in 15 days 5—FU. 1x 2 Much worse. 

M 66 Fungating Gastrectomy _ 3000 r in 15 days 5—FU. 1x 3 Better. 

M60 Fungating Gastrectomy 2x = 6W54. 2x 4 Better. 

M68 Ul a G y — 3000 r in 15 days 5—FU. 1x 5 Better. 

M 66 Fungating Gastrectomy _ 3000 r in 15 days —_ 7 Better. 
70—79 F 74 Fungating Laparotomy _ 800 r in 4 days _ 1 Much worse. 

F 70 Indurated Laparotomy _ 2000 r in 10 days 2 Much worse. 

M74 Ulcerating Laparotomy 1x _ Endox. 1x 3 Much worse. 

M77 Ulcerating Gastrectomy 4000 r in 15 days _ _ 3 Worse. 

M72 Indurated Laparotomy _ 2000 r in 10 days Endox. 1x 3 Much worse. 

M70 Fungating No operation _ 2000 r in 10 days 5—FU. 2x 3 Better. 

F 70 Indurated Gastrectomy 2x - 6W54. 2x 3 Better 

M73 + Ulcerated Gastrectomy 5x -— VLB. 5x 4 Much better. 

F 71 Indurated Gastrectomy _ 3x 5—FU. 3x 9 Much better. 

F 70 Ulcerated Laparotomy 3000 r in 12d. 2x —_ 5—FU. 5x 12 Much better. 
80—89 M 80 Ulcerated Gastrectomy 3000 in 12 days _ 5—FU. 2x 3 Better. 

M85 Indurated No operation _ 3000 r in 15 days _ 3 Worse. 

M80 Fungating Laparotomy —_ 3000 r in 15 days 1 5 Worse. 


(1) Antimetabolite 6W54, 


(2) Endoxan (Nitrogen Mustard). 


(3) Vincoleukoblastin (VLB). 
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radiotherapy alone, and the other 3 had rather 
high dosages of radiotherapy, combined with 
cancer chemotherapy (Tables 3 and 4). 

A feature of this form of combined therapy, 
especially where telecobalt therapy and 
5-Fluorouracil are used, is the marked improve- 
ment which is generally maintained to the last 
weeks of life. Then there is a sudden deteriora- 
tion in health which is soon followed by death: 
a merciful ending. We find this difficult to 
explain as there are so many factors involved, 
including the particular agents used, the ad- 
vanced age of the patient and stage of the 
disease. 


CONCLUSION 


After analysing our 57 cases of advanced cancer 
of the stomach, of which 34 had combined 
therapy along our standard lines, and 23 had 
various separate and combined applications, we 
are of the opinion that the treatment of choice 
for cancer of the stomach is some form of 
surgery, preferably a gastrectomy to remove the 
malignant stomach and regional lymph nodes, 
if possible, and at the same time to verify the 
diagnosis both clinically and _ histologically. 
Metal clips to outline the extent of the disease 
are of inestimable value in subsequent localiza- 
tion of the area involved that has to be sub- 
jected to telecobalt therapy. 

Telecobalt therapy combined with 5-Fluoro- 
uracil follows surgery as soon as possible. This 
generally means as soon as the stitches have 
been removed. We prefer to administer the 
telecobalt and 5-Fluorouracil concurrently 
during the week of treatment and to follow 
up with repeated courses at intervals of 5 to 
6 weeks for 6-9 months and longer, if the 
patient is showing benefit from the treatment. 
It is most important to persist if the patient 
is improving. Many patients feel so much 
better after the second and third courses that 
it is very difficult to persuade them to continue 
with treatment; but a relapse due to failure to 
attend at the right time causes a severe set- 
back from which the patient seldom recovers 
to the same extent as before. 

We have been greatly encouraged by the 
definite clinical improvement that combined 
telecobalt and 5-Fluorouracil treatment has 
brought about to these patients, with very little 
clinical disturbance. Generally there has been 
a reduction in the size of the tumour, with 
relief of pain, followed by a good appetite and 
a definite gain in weight. What has pleased 
these patients more than anything else has been 
the fact that, in most cases, they have been 
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able to resume their former activity even if it 
was only for a short while. It is impossible 
to put into words or cold statistics the benefit 
these patients derived from combined tele- 
cobalt and 5-Fluorouracil therapy. 


Our thanks are due to Prof. C. H. Derksen, Head 
of the Department of Surgery, and his colleagues, 
for referring most of these cases to us for combined 
telecobalt and 5-Fluorouracil the:apy and for their 
collaboration in following up these cases with us 
at our regular combined Friday afternoon clinics. 
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SELVIGON: A NEW ANTI-TUSSIVE 
REPORT OF A CONTROLLED TRIAL CONDUCTED IN A GERIATRIC INSTITUTION 


K. KROpPACH, M.D. 
Luxborough Lodge, London 


No apology is necessary for conducting a 
clinical trial with an anti-tussive preparation 
in an institution devoted to the care of aged 
people. In such institutions, coughing is a 
problem that is a standing challenge to thera- 
peutic measures. It is essential in old people 
to control or minimize coughing, for failure 
to do so may result in the production of sleep- 
lessness and sometimes complete exhaustion 
not only for the unfortunate patients, but also 
for those who are forced to share sleeping 
quarters with them. To-day the only reason- 
ably reliable anti-tussives are derivatives of 
opium and the most commonly used of these 
is codeine phosphate. As many of the patients 
in old-age homes suffer from chronic bron- 
chitis, the continual use of codeine prepara- 
tions is a disadvantage, especially as bowel 
dysfunction is an all too common complaint 
in the aged. 

It was decided to institute a clinical trial 
with this new anti-tussive preparation in the 
‘chronic coughers’ in this residential home. 
The trial was designed so that each patient 
would be given one of 3 preparations for a 
week at a time. At the end of each week a 
different preparation would be administered, 
so that at the end of a 3-week period each 
patient would have had one week’s therapy 
with each of the preparations tested. The 
preparations used were codeine phosphate 
tablets (4 gr.), Selvigon tablets and an inert 
placebo tablet. The selection of the order of 
administration of the preparations was based 
on a randomized allocation table. 

Neither the patients nor the nursing staff 
were aware of the identity of the tablets, which 
were labelled A, B and C respectively. The 
identity of these tablets was known to the 
medical officer alone. 


METHOD AND MATERIALS 


1. Selvigon is 2-{-2-(N-piperidino)-ethoxy]}-ethyl 1- 
aza-phenothiazine-10-carboxylate hydrochloride. 

No toxicity or side effects were demonstrated in 
previous clinical work.!,? 

Each tablet contained 20 mg. of the drug. 

The codeine phosphate tablets contained } gr. 

2. The patients pwned for the trial were those 


who were ‘chronic coughers.’ It was obvious that 
no ‘acute coughers’ could be assessed, as so few 


patients with acute bronchitis or upper respiratory 
tract infections will cough, when treated, with the 
same intensity for 3 consecutive weeks. 

The patients chosen for this trial had already 
been treated with many other anti-cough prepara- 
tions, with only moderate success. It was unlikely 
that any of the patients would stop coughing or 
improve without some form of medication. Thus 
any improvement during the trial could reasonably 
be ascribed to the preparation in use. 

3. Assessment of the Cough. Record cards were 
made available for each patient. A system of scor- 
ing was devised as follows: 

Scored Points: 


0 = No cough 

1 = Isolated cough not more than once in 
20 minutes 

2 = Isolated cough not more than once in 
10 minutes 

3 = Spasms of coughing less than once in 
20 minutes 

4 = Spasms of coughing more frequent than 


once in 20 minutes 
5 = Continuous coughing. 

Three times a day, at set times in the morning, 
afternoon and evening, the patients were assessed 
and scores noted on their record cards. The sisters 
of the wards or the doctor made the assessment, 
both by personal observation and by questioning the 
patients. 


RESULTS 


The results of 3 weeks’ treatment with the 3 
preparations are recorded in Table 1. There 
were 30 patients in the trial whose ages varied 
from 55-85 years with an average age of 71 
years. There were 15 female and 15 male 
patients. The diagnostic categories are noted. 
Eleven patients suffered from chronic bron- 
chitis; 3 from chronic bronchial asthma and 
bronchitis; 4 from chronic bronchitis with 
occasional attacks of congestive cardiac failure; 
8 from chronic bronchitis and emphysema; 
and one patient each suffering from carcinoma 
of the lung (post-pneumonectomy), chronic 
laryngo-tracheitis and chronic bronchitis with 
pulmonary fibrosis. 

The total ‘cough score’ for each week is 
recorded. For each patient the totals under 
columns A, B and C represent the sum of the 
scores for 7 days. The coding of the tablets 
was: 

A = Selvigon. 

B = Codeine Phosphate; and 

C = The placebo inert substance. 
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In the final column in Table 1 the order only one exception) were obtained by the 
in which the patients took the treatment, on patients who were taking Selvigon (patient 26 
the basis of the random allocation, was noted. alone scored equally for Selvigon and codeine 
It will be seen that the lowest scores (with phosphate). In every patient the placebo, as 


TABLE 1 
Total Order of 
No. Diagnosis Age Sex Score of Coughs per Week Taking 
(In Years) Tablets 
A B Cc 
1. —— Asthma & Chronic Bron- 72 M 58 75 87 ABC 
chitis 
2. Chronic Bronchitis + Inactive Tuber- 80 M 41 50 71 BCA 
culosis 
3. Chronic Bronchitis + Emphysema 64 M 24 33 60 ABC 
4. Bronchitis 55 M 45 61 78 BCA 
5. Chronic Bronchitis. .. is ne 74 M 31 47 64 CAB 
6. Bronchial Asthma -+ Congestive 72 M 59 72 89 CAB 
Cardiac Failure 
7. Bronchitis + Emphysema .. - 71 M 18 37 39 BAC 
8. Chronic Bronchitis -- Emphysem 60 M 36 47 64 ACB 
9. Chronic Bronchitis + Congestive 63 M 54 63 74 CBA 
Cardiac Failure 
10. Chronic Bronchitis + Congestive 77 M 62 71 88 BCA 
Cardiac Failure 
11. Chronic Bronchitis + Emphysema 13 M 56 65 77 CAB 
a2: — Asthma + Chronic Bron- 62 M 41 52 74 ABC 
itis 
13. Chronic Bronchitis + Emphysema 74 M 35 45 62 ACB 
14. Chronic Bronchitis + Emphysema 67 M 41 49 59 BAC 
15. Chronic Bronchitis ++ Pulmonary 76 M 75 88 100 CBA 
Fibrosis 
16. = Lung + Chronic Bron- 62 F 73 83 101 CAB 
itis 
17. Chronic Bronchitis + Emphysema 71 F 27 42 57 ABC 
18. Chronic Bronchitis + Congestive 79 F 53 63 94 BCA 
Cardiac Failure 
19. Chronic Bronchitis .. = y: 81 F 35 49 70 ABC 
20. Chronic Bronchitis .. i - 77 F 68 76 98 CAB 
21. Chronic Bronchitis -+ Congestive 85 F 61 71 97 BCA 
Cardiac Failure 
22. Chronic Bronchitis .. $s is 72 F 47 61 82 CBA 
23. Chronic Bronchitis + Emphysema 69 F 29 41 57 BAC 
24. Chronic Bronchitis .. ee a 71 F 30 35 64 ACB 
25. Chronic Bronchitis .. si oe gp F 38 40 62 ABC 
26. Cnronic Bronchitis .. a es 76 F 23 23 41 BCA 
27. Chronic Laryngo-Tracheitis .. = 73 F 63 66 86 CAB 
28. Chronic Bronchitis = oe 71 F 29 35 64 CBA 
29. —* Asthma + Chronic Bron- 69 F 29 33 48 ACB 
itis 
30. Chronic Bronchitis .. es xe 70 F 37 42 52 BAC 


Total Score 1,318 1,615 2,159 


A = Selvigon B = Codeine Phosphate C = Placebo 
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could be anticipated, scored the highest totals. 

Table 2 records the clinical impression ob- 
tained from the trial. In each patient the ratio 
of the score obtained on ‘A’ (Selvigon) to 
the score on ‘C’ (placebo) can be regarded 
as an index of the reduction of the amount 
of coughing due to treatment with Selvigon. 
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The analysis shows that for each time of 
day the mean score for Selvigon is significantly 
(0.01>P) less than that for codeine, and that 
the scores for Selvigon and codeine are signi- 
ficantly less than the score for the placebo. 

It is clear from these results that Selvigon 
is an effective anti-tussive and that it is signi- 


TABLE 2; CLINICAL IMPRESSION OF THE EFFECT OF SELVIGON ON CouGH 


Diagnosis No. of Results 
Patients 
Satisfactory Fair Poor 

Chronic Bronchitis . . x ae 11 8 2 1 
Chronic Bronchitis +- Emphysema 8 6 1 1 
Chronic Bronchitis + Bronchial 

Asthma .. st 3 2 1 0 
Chronic Bronchitis + Congestive 

Cardiac failure .. 4 2 1 
Bronchial Asthma + siete 

Cardiac Failure .. 1 0 1 0 
Carcinoma of the Lung... ne 1 0 0 1 
Laryngotracheitis .. 1 0 0 1 
Chronic Bronchitis 

Fibrosis .. 1 0 0 1 
Total .. 30 17 7 6 


These ratios are expressed as percentage im- 
provement; 40% and over were recorded as 
‘satisfactory’; 30% and over were recorded 
as ‘fair’ and, below 30%, as ‘poor.’ Bearing 
in mind the patients treated and the chronicity 
of the coughs, it was considered that an im- 
provement of 40% and over could be regarded 
as a ‘very good’ improvement. The patients 
themselves were more satisfied than even the 
figures show. 


STATISTICAL EVALUATION OF RESULTS 


A separate analysis of the morning, afternoon 
and evening figures was made. The score for 
each patient is the total score obtained over 
the 7 days of treatment. 

The mean scores and standard errors are 
shown in Table 3. 


TABLE 3 


Selvigon Codeine Placebo S.E. of Mean 


Morning 18.1 20.9 255 0.337 
Afternoon 131 16.1 22.9 0.250 
Evening 12:7 16.8 23.5 0.246 


ficantly better than codeine in suppressing 
chronic cough. 

Side Effects. There were no side effects due 
to Selvigon therapy. 


DISCUSSION 


Both by clinical observation and by statistical 
analysis of the results it can be concluded that 
Selvigon is an efficient anti-tussive prepara- 
tion. In the group of patients investigated, 
codeine phosphate also proved to be an effi- 
cient anti-tussive. Selvigon, however, was 
shown to be even more effective. It is pos- 
sibly only under the conditions found in insti- 
tutions where aged patients are treated that 
a trial of this nature can be performed. Here 
the patients go on coughing for weeks on end 
and can thus serve as a valuable group for 
testing any anti-tussive. In other circum- 
stances a trial designed like this, which should 
last 3 weeks, was not likely to succeed. 

In the assessment of an anti-tussive in ‘non- 
chronic’ coughing patients the difficulties are 
obvious and a clinical impression is all that 
could be hoped for. In this particular trial a 
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clinical impression was also obtained and was 
confirmed by statistical analysis, as described. 


SUMMARY 


(2) An anti-tussive, Selvigon, was subjected to 
a controlled clinical trial in patients suffering 
from chronic cough in a geriatric institution. 

(4) Thirty patients were treated for a period 
of 3 weeks, one week each with Selvigon, 
codeine phosphate and an inert placebo tablet. 

(c) Clinical impressions and _ statistical 
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analysis show that Selvigon is an efficient anti- 
tussive and was more effective in the group 
of patients studied than were codeine phos- 
phate or a placebo. 


I wish to thank Smith Kline and French Labora- 

tories Limited, for supplies of the Selvigon and the 
other tablets used in the trial. 
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DETAILS OF INSURANCE FOR SUBSCRIBERS TO MEDICAL 
PROCEEDINGS 


The Eagle Star Insurance Company Limited 
has agreed, subject to the terms and conditions 
outlined here, to pay the legal costs incurred 
by a Subscriber to Medical Proceedings with 
the approval of the Company : 

1. In relation to legal attendances safe- 
guarding the Subscriber's interests at any In- 
quest; 

2. In relation to any Disciplinary Enquiry 
before the South African Medical and Dental 
Council in connexion with the conduct of such 
Subscriber; 

3. In defending any criminal prosecution of 
such Subscriber— 

On the further condition that such prosecu- 
tion or Disciplinary Enquiry shall be in re- 
spect of a charge of assault or culpable homi- 
cide, or shall be a Disciplinary Enquiry relat- 
ing to an act or omission on the part of such 
Subscriber himself; 

And provided further that the nature of the 
Inquest shall be such that the Company in its 
absolute discretion, considers that the evidence 
to be adduced thereat may be such as to render 
a Subscriber in jeopardy of a criminal charge 
as aforesaid; 

And provided further that the maximum 
liability of the Company to the Insured shall 
be the sum of R 20,000 (twenty thousand 
rand) in respect of any single claim. 


DEFINITIONS 


‘Subscriber’ shall mean a Subscriber to Medical 
Proceedings registered as such in the books of the 
Publishers and who is a medical practitioner or 
intern registered in the Territory, and whose name 
has been declared to the Company by the publishers. 


‘Territory’ shall mean ‘the Union of South 
Africa, the Federation of Rhodesia and Nyasaland, 
South West Africa and the British Protectorates of 
Basutoland, Bechuanaland and Swaziland.’ 


EXCEPTIONS 


1. The Company shall only be liable under this 
Policy if the assault (or in the event of a 
charge of culpable homicide being based upon 
an: assault, such assault) is alleged to constitute 
an assault solely on the ground that the Sub- 
scriber has failed before embarking on recog- 
nized medical treatment of the person alleged 
to have been assaulted, to obtain the proper 
consent of such person or his representative 
to such treatment. 

2. The Company shall only be liable in the 
case of a charge of culpable homicide in rela- 
tion to the death of a patient or a Disciplinary 
Enquiry before the Medical Council, if such 
charge or Enquiry is based purely on the negli- 
gent act or omission in the course of the 
administration by the Subscriber himself of 
recognized medical treatment of such patient. 

3. The Company shall in no case be liable 
under this Policy if in relation to any action 
complained of the Subscriber shall have 
violated any statute or statutory regulation or 
Ordinance having the force of law. 

4. The Company shall not be liable in re- 
spect of any incident occurring at a time when 
the Subscriber is in any degree whatsoever 
under the influence of drugs or intoxicating 
liquor. 

5. The Company shall in no case be liable 
in respect of any Subscriber who has at any 
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time been prosecuted on a criminal charge or 
ordered to appear before the South African 
Medical and Dental Council (otherwise than 
in respect of the incident for which indemnity 
in respect of costs is sought), unless the Com- 
pany has specifically in writing otherwise 
agreed. 

6. The Company shall in no case be liable 
unless the incident for which indemnity in 
respect of costs is sought shall occur during 
the period of this Policy and when the person 
involved is already a Subscriber as herein de- 
fined, and unless the proceedings in respect of 
which the costs are incurred, shall have been 
initiated within a period of two (2) years from 
the renewal date (or in the case of this Policy 
having been renewed, from the renewal date 
immediately succeeding the date of the inci- 
dent giving rise to such proceedings). 

7. The Company shall only be liable under 
this Policy if the incident giving rise to the 
proceedings shall occur in the course of the 
lawful and normal practice of the Subscriber 
and within the Territory. 


CONDITIONS 


1. Notice of any incident likely to give rise to 
a claim under this Policy shall be given in 
writing to the Company immediately it comes 
to the knowledge of the Subscriber concerned, 
and any letter, summons or process shall be 
notified or forwarded to the Company imme- 
diately on receipt by the Subscriber, and the 
Subscriber shall furthermore advise the Com- 
pany in writing immediately the Subscriber 
shall have knowledge of any impending prose- 
cution, Inquest or Enquiry in connexion with 
any incident in relation to which there may be 
a liability under this Policy provided further 
that the Subscriber shall give all reasonable 
assistance to the Company in securing infor- 
mation, evidence and the attendance of wit- 
nesses. 
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2. The Company reserves the right to re- 
quire that the Subscriber be represented by 
Attorneys and/or Counsel to be nominated by 
the Company, and in the event of the Com- 
pany electing to make any such nomination 
and the Subscriber declining to accept the 
Attorneys and/or Counsel so nominated, the 
Company shall be under no further liability 
hereunder in relation to such Subscriber. 

3. If at the time of any incident which may 
give rise to a claim under this Policy there be 
any other subsisting insurance covering the 
Subscriber concerned, this Company shall only 
be liable for legal costs as herein defined in 
excess of the amount covered by such subsist- 
ing insurance. 

4. The Company shall have the right to 
cancel cover in respect of any insured Sub- 
scriber by giving thirty (30) days’ notice in 
writing to the publishers. Upon any such 
cancellation the Company shall be under no 
further liability to such Subscriber save in 
respect of any incident which has already 
occurred as at the date of such cancellation. 

All the terms and conditions of this Policy 
shall, notwithstanding any cancellation, con- 
tinue to apply in respect of any incident which 
has so occurred. 

5. Nothing in this Policy contained shall 
give any rights against the Company to any 
person other than the publishers of Medical 
Proceedings. 

6. In the event of the Company intimating 
to the publishers that it will decline liability 
in respect of any incident which has given or 
may give rise to a claim under this Policy, then 
in the event of legal proceedings not having 
been instituted by the publishers against the 
Company within three (3) months after the 
date of such intimation by the Company to 
the publisher, the Company shall be under no 
further liability in respect of any costs which 
may be incurred in relation to any proceeding 
relating to or arising out of such incident. 


NOTES AND NEWS : BERIGTE 


Dr. J. Metz, Head of the Department of Haema- 
tology of the South African Institute for Medical 
Research, attended a Congress on Radioactive Iso- 
topes in Medical and Animal ee in Mexico 
City (21 November-1 December 1961). Dr. Metz 
will also visit laboratories in the United States of 
America, Canada and the United Kingdom where, 
with support from the National Cancer Association 
of South Africa, he will study modern develop- 
ments in the therapy of leukaemia and cancer. 
On his return to Africa Dr. Metz will represent 
the South African Institute for Medical Research 


at the first Congress on Haematology to be held in 
Africa at Kampala from 10-12 January 1962. Dr. 
Metz will present several papers on Haematology 
in the Bantu. 


* * * 


LABORATORY DIAGNOSTIC REAGENTS AND 
MATERIALS 


Burroughs Wellcome & Co. (S.A.) Ltd., 130 Main 
Street, Johannesburg (telephone 22-7324), have just 
issued a complete Price List of Laboratory Diagnostic 
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Reagents and Materials. Copies have been distributed 
to all Pathologists and Medical Technicians on their 
mailing list. 
They will gladly send a copy to anyone else who 
is interested. 
* * * 


UNIVERSITY OF NATAL, FACULTY OF MEDICINE 
NOVEMBER 1961 MEDICAL GRADUANDS 


The following candidates have completed the 
requirements for the M.B., Ch.B. Degrees of the 
University of Natal: 


Ameen, H. M. } 
Cakata, A. I. Mabaso, D. J. J. 
J R Mokgokong, 
Govind Vv ars Noah, P. P. N. (Miss) 

Pitsoe, S. B. 
Jeewa, G. H. M. Rangiah, D. 
Khutsoane, M. L. Reddy, A. (Miss) 

* * * 
ALLEGED PHARMACEUTICAL PRICE-FIXING 
IN THE U.S.A. 


FEDERAL TRADE COMMISSION CASE 


All charges of price fixing and monopoly against 
S. pharmaceutical manufacturers by the U‘S. 
Government's Federal Trade Commission have been 
dismissed by the Examiner appointed by the Com- 
mission to judge the charges. (The companies are 
Bristol, Cyanamid, Pfizer, Squibb, Upjohn.) The 
Examiner cleared the companies of all charges of 
conspiracy, price fixing and monopoly and in addi- 
tion upheld the validity of Pfizer’s tetracycline 
patent. 
The Examiner’s dismissal of the charges can be 
appealed for review by the full Commission. 
* * * 


INTERNATIONAL FESTIVAL OF MEDICAL FILMS 


ASSOCIATION NATIONALE DES MEDECINS 
CINEASTES ET DES CINEASTES SCIENTIFIQUES 
DE FRANCE 


23 BOULEVARD DE LATOUR-MAUBOURG—PARIS 
VII—SOLLERINO 80-64 


The selection performance of the films due for list- 
ing in the programme for the 11th session of 
Festival International Permanent du Film Medico- 
Chirurgical & Scientifique will be held in Paris on 
5 December 1961. 

This Festival, including 8 performances every year, 
in the main French cities with Medical Schools, is 
the only opportunity for participants to have their 
films appreciated (by an audience of more than 
8,000 French doctors). 

During the course of the past 4 years, films have 
been shown from the following countries: 

Belgium, Brazil, Canada, Czechoslovakia, Den- 
mark, Finland, France, Germany, Great Britain, 
Hungary, Italy, Japan and U.S.A. 

Participants should send, at their earliest con- 
venience, lists of the films they wish to submit for 
selection, together with all relevant technical data. 

All films submitted should fill the following con- 
ditions: 

(2) No previous performance in France. 

(4) No publicity. 

(c) 16 mm. standard gauge. 

(d) An accompanying commentary in French 
(typed or printed). 

Films should be shipped through the South Afri- 
can Ministry of Foreign Affairs. If this is not 
feasible, films may be sent by air-freight to: 
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The American Express Co. Inc., 
Service du Frét Aérien, 
II, Rue Scribe, Paris (9e), France. 
(For the account of Association Nationale des Méde- 
cins Cinéastes et des Cinéastes Scientifiques de 
France). 
Copies of the questionary for each film can be 
obtained from: 
The South African Council for Scientific and 
Industrial Research, P.O. Box 395, Pretoria. 
* * * 
UNIVERSITY OF PRETORIA 
Dr. M. WEINBREN’S HONORARY DEGREE 


Dr. Maurice Weinbren, of Johannesburg, has been 
awarded the honorary degree of M.D. by the Univer- 
sity of Pretoria for his distinguished contributions 
to the practice of oa in South Africa. 
The announcement of Dr. Weinbren’s award was 
broadcast by the SABC on 14 December 1961. 
* * 


OUTGROWING PARKINSONISM BY 1985? 


Based on clinical data amassed in 4 countries, Dr. 
Robert S. Schwab, of Massachusetts’ General Hos- 
pital, recently indicated that within the next 20 
years Parkinsonism should cease to be a major clini- 
cal problem. 

He reported to the American Neurological Asso- 
ciation that the bulk of to-day’s cases apparently 
stem from encephalitis or influenza infections in the 
period around 1920. This group of patients (which 
he termed an ‘ epidemiological cohort’) is ageing at 
the same rate. He predicted that as this group is 
reduced, so will the disease be diminished. 

Dr. Schwab based his prediction on_ statistical 
analysis of 871 cases treated at his hospital along 
with corroborative evidence from 5 other cities in 
the United States, England, Germany and Argentina. 

Examining records of 1,300 patients in Boston, 
New York and Leeds, England, he found that the 
average age of all 3 groups had risen by 7 years 
between 1948 and 1955. Most of the cases, he 
concluded, must occur within a single age group 
which had probably been exposed to nervous system 
infection, presumably during the encephalitis and 
‘Spanish’ influenza epidemics which reached a 
world-wide peak in 1918. 

In the Boston series the disease group as a whole, 
including all new cases seen each year, has been 
getting 5 years older with each succeeding 5-year 
period since 1920. In that year the average patient 
was 21; to-day only one out of 871 is under 30. 
He reported that in 40 years the population with 
Parkinsonism has aged 39 years. Additional data 
collected from medical records in Kassel, Germany 
and Buenos Aires have substantiated these findings. 

Dr. Schwab noted that James Parkinson (for 
whom the malady was named in 1817) saw only 
5 such cases in his many years of practice in Lon- 
don. To-day the average physician who devotes 
special attention to the disease is liable to see 100- 
200 in several years time. 

Current therapy for Parkinsonism includes neuro- 
surgery to help reduce body tremors and the use of 
various drugs which perform a similar role. One 
of the prime drugs used to control the disease is 
Artane (trihexyphenidyl) synthesized at Cyanamid 
International’s Lederle Laboratories 10 years ago. 

Dr. Schwab expects the number of Parkinson 
cases a continue near the present level until 1976. 
At that time the curve of incidence will show a 
precipitous drop. In less than 10 years thereafter 


incidence of the disease should have fallen by at 
least two thirds. 
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BARDIC Sterile Bedside Drainage Bag 


This inexpensive, unbreakable 
plastic bag solves the problem 
of collecting and disposing of 
the urine of patients on drain- 
age. The sterile bag is to be 
hung on a Bardic Dual Hanger 
from the side rail of bed, as 
illustrated. 

The unit can also be hung ona 
wheel stretcher, out of the 
way and with no danger of 
breakage. This facilitates con- 
nection of complete drainage 
system right at the Cystoscopy 
Room and Operating or 
Recovery Room instead of 
transporting patient to room 
with a_ closed-off balloon 
catheter. 

Bardic collection units will save 
time and money for your 
hospital because of these im- 
portant advantages: 


@ Ready for use without 
processing 


@ Solves storage problem 


e@ Aids nursing care — 
provides ‘‘closed” system 


@ Improves record-keeping 
@ Simplifies housekeeping 


Cat. 1506 BARDIC Sterile Bedside Disposal Bags, 
2000cc. Capacity 


R 6.25 per 100 R 0.08 Each 
» 1507 Dual Hanger for above ... hs : 


« 


Urinary Drainage Tubes — Tapered adaptor fits all standard sizes of urinary catheter tips 
Adaptor protected to insure STERILE and non-pyrogenic fluid path. Large smooth lumen minimise 
clogging. Lightweight construction lessens pull on catheter and increases patient comfort. STERILE 
NON-PYROGENIC. 

Also for use in conjunction with the above bedside drainage bag. 


Cat. 1755 60” long x 3%” Lumen (normal drainage) ... R 0.40 eath 
» 1756 60” long x 3%" Lumen (heavy mucoid or clot) 
» 1501 DISPOZ-A-BAG, Bard ... R088, 
» 1502 = URO sheath, Bardic, used in conjunction with above R 1.05 ,, 


Quantity discounts for above will be quoted upon request. 


Obtainable from all reliable Surgical Houses 


GURR SURGICAL INSTRUMENTS (Pty.) Ltd. eds 
Harley Chambers - Kruis Street - P.O. Box 1562 a 


JOHANNESBURG 
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Sandoz Limited, Basle, Switzerland Sole Distributors: Alex Lipworth Ltd., P.O. Box 4461, Johannesburg 
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Patients like the 


refreshing taste 


Preferred for... 


@ potency © immediate relief (within seconds) @ lasting effect @ milk-like action © fresh mint flavour ; 


TITRALAC* tablets 


May be chewed, dissolved in the mouth. 
or swallowed with water. Each white, 
spearmint-flavoured tablet contains 
Glycine 0.18 Gm. and Ca. Carbonate 
0.42 Gm. FREE FROM SUGAR... and 
therefore safe for diabetics and those 
on low calorie diets. 

Available in pocket tubes of 10 tablets, 
bottles of 40 Tablets. 

* Regd. Trade Mark. 


and dependability of i 

i 


for immediate “ 
and prolonged relief 
in peptic ulcer 

and hyperacidity 


freedom from effect on intestinalifunction, 
@ smooth, creamy taste. 


You can apply for trial material and literature to... 


LABORATORIES AFRICA (PTY) LT) 


14 Suffolk Street, Cape Town. 
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OLIN 


anabolic 
activity 
WITH ONE INJECTION 


Deca-Durabolin induces a positive nitrogen balance quickly and 
lasting for three weeks, even in the face of intensive catabolic 
situations. The disadvantages inherent in anabolic steroids of 
androgenic origin have been reduced beyond all expectations; Deca- 
Durabolin can therefore be used in all cases where prolonged 
intensive anabolic treatment is indicated. 


FORM AND PACKS 


Nandrolone decanoate, 25 mg and 50 mg per ml., 
for intramuscular injection. 


Boxes of 1 x 1 ml and 3 x 1 mi. 


A NEW Organon PRODUCT 


_ South African Distributors: KEATINGS PHARMACEUTICALS LIMITED, P.O. Box 256, Johannesburg 
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When 
infection 
is at 
hand 


‘Streptotriad’ 


trade mark 
TRI-SULPHONAMIDE/STREPTOMYCIN 


against bacillary dysentery 


for the treatment of the acute phase 
and during the convalescent or chronic stage to prevent 
the patient becoming a carrier. 
Each ‘Streptotriad’ tablet and teaspoonful of prepared suspension contains: 
Streptomycin (as sulphate) B.P. 65 mg. 
Sulphamerazine B.P. 65 mg. 
Sulphadiazine B.P. 100 mg. 
Sulphathiazole B.P.C. 100 mg. 


en MAYBAKER (S.A.) (PTY) LTD 
PORT ELIZABETH P.O. BOX 1130 TEL: 4-5481 
Branch Office 


JOHANNESBURG - P.O. BOX 3926 - TEL: 835-5425/6 
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Alter surgery 


Faster Tissue Repair 


with 


Postoperatively (or in any state where complete rest of 
the alimentary tract is indicated) AMIGEN affords 
complete protein nutrition. AMIGEN, a 


calorie-sparing protein, helps correct protein 
deficiency and prevents further loss of body 
protein. It restores nitrogen balance; provides principal 


electrolytes in maintenance amounts. 


* AMIGEN 5%, Dextrose 5%. 


Manufactured in South Africa 
under processes of 


BAXTER LABORATORIES, INC., MORTON GROVE, ILLINOIS, 
by 


SAPHAR LABORATORIES LIMITED 
P.O. BOX 256 JOHANNESBURG 


| 


MEDICAL PROCEEDINGS - MEDIESE ByDRAES 


A NEW, BETTER-RETAINED FORM OF Bi 


Neo-Cytamen 


injection of hydroxocobalamin (vitamin B joy) 


Hydroxocobalamin. (vitamin B,-») and 
cyanocobalamin have approximately equal 
haemopoietic effect in pernicious anaemia. 
but hydroxocobalamin (Neo-Cytamen) is 
believed to be closer to the form in which 
vitamin B,, is normally used by the body. 
Following a substantial dose, it is much 
more effectively retained than cyanocoba- 
lamin, giving consistently higher levels in 
the blood: dispersal from the injection site 
is slower, accumulation in the liver is as 
good or better, and urinary loss of vitamin 
is considerably less. This more efficient re- 
tention may be explained by the increased 
binding to serum protein characteristic of 
hydroxocobalamin. 


LOSS IN URINE 

following a single 1,000 microgram intra- 
muscular injection of hydroxvocobalamin, only 
27% is lost in the urine during the first seventy- 
two hours compared with 69°4 cyanocobala- 


min when given in the same dosage. 


Neo-Cytamen offers particular clinical 
advantage when a ‘depot’ preparation is 
needed to give prolonged B,: serum levels 
from a high dose. In such cases, the greater 
retention of hydroxocobalamin may permit 
higher serum B,; levels to be maintained 
between injections. For this purpose, Neo- 
Cytamen is to be preferred to depot pre- 
parations of cyanocobalamin which contain 


substances not found in nature. 


Neo-Cytamen is issued in strengths con- 
taining 250 and 1,000 micrograms hydroxo- 


cobalamin per ml. 


LEVELS IN THE BLOOD 
A 1,000 microgram injection of hydroxo- 
cobalamin can produce within five hours a 
96-fold rise in the B,. serum level; by the 
second to fourth week this level may be 2-5 
times higher than after administration of an 
identical dose of cyanocobalamin. 
Glass et al, 1961, Nature, 169, 138 


Neo Cyt AMER! taydroxocobalamin) 


trade mark 


PACKS and PRICES 


Amps. 6x1 ml 250 mcgm 
3ximl 1000 mcgm 


GLAXO-ALLENBURYS (S.A.) (PTY.) LTD - P.O. Box 485 Germiston, Transvaal - 121 Congella Road, Durban, Natal 


PUBLIC 
Each 


R 0.90 
R 1.05 


MADE IN 
Subject to the usual 
professional discount SOUTH AFRICA 
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DIURETIC 
THERAPY 


TRICHLORMETHIAZIDE 


Lowest dosage- 
Highest activity 
for oedema and 
hypertension control 


FLUITRAN TABLETS, 2mg. and 4 mg. 


_SCHERING CORPORATION us 


SS 
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(PTY.) LTD., P.O. BOX 7539, JOHANNESBURG 
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the first complete 
Physiologic regulator of 
female cyclic function 


ENAVID 


BRAND OF NORE WITH ETHINYL 3-METHYL ETHER 


The basic action 

ENAVID closely mimics the balanced progestational- 
oestrogenic action of the functioning corpus luteum. 
This action is readily understood by a simple com- 
parison. In effect, ENAvip induces a physiologic 
state which simulates early pregnancy—except that 
there is no placenta or foetus. Thus, as in pregnancy, 
the production or release of pituitary gonadotropin 
is inhibited and ovulation suspended; a pseudo- 
decidual endometrium (“‘pseudo” because neither 
placenta nor foetus is present) is induced and 
maintained. Further, during Enavip therapy, 
certain symptoms typical of normal pregnancy may 
be noted in some patients, such as nausea—which 
is usually mild and disappears spontaneously within 
a few days—breast engorgement, some degree of 
fluid retention, and often a marked sense of well- 
being. There is no androgenicity. ENAvID is as safe 
as the normal state of pregnancy. 


The basic applications 
1. Correction of menstrual dysfunction. Cyclic 
therapy with ENAvip controls dysfunctional uterine 


bleeding (menorrhagia, metrorrhagia) and often 
establishes a normal menstrual cycle in amenorrhea. 


2. Ovulation suppression (to suspend fertility). For 
this purpose ENAvipD is administered cyclically, 
beginning on day 5 through day 24 (20 daily doses). 
The ovary remains in a state of physiologic rest and 
there is no impairment of subsequent fertility. 


3. Postponement of the menses for reasons of health 
(impending hospitalization for surgery, during 
treatment of Bartholin’s gland cysts, acute urethritis, 
rectal abscess, vaginitis), travel, forthcoming mar- 
riage, Or pressing business or professional engage- 
ments. 

4. Threatened abortion. Continuous ENAVID treat- 
ment provides balanced hormonal support for the 
endometrium in threatened or habitual abortion. 


From the beginning, woman has been a vassal to the temporal demands—and frequently the aberratior 


the cyclic mechanism of her reproductive system. Now, to a degree heretofore unknown, she is permi " 
normalization, enhancement, or suspension of cyclic function and procreative potential. This new physiolot 


ce symbolized in an illustration borrowed from ancient Greek mythology—Andromeda freed fi 
r chains, 
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5. Endocrine infertility. ENAviD has been used 
successfully in cyclic therapy of endocrine infertility, 
promoting subsequent pregnancy through a probabk 
“rebound” phenomenon. 


6. Endometriosis. Continuous therapy with ENavp 
corrects endometriosis by producing a pseudo. 
decidual reaction with subsequent absorption of 
aberrant endometrial tissue. 


The basic dosage 


Basic dosage of ENAvip is 5 mg. daily in cyeli’ 
therapy, beginning on day 5 through day 24 (2 
daily doses). Higher doses may be used wi 
complete safety to prevent or control occasiond 
“spotting” or breakthrough bleeding during ENavn 
therapy, or for rapid effect in emergency treatmen 
of dysfunctional bleeding and threatened abortion 
ENAVID is available in tablets of 5 mg. and 10 mg 
Literature and references, covering over five y 
of intensive clinical study, available on request. 
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BP.D. (SOUTH AFRICA) (PTY) LIMITED. 
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and 


275 Commissioner Street, Johannesburg. 
P.O. Box 45, Jeppestown, Transvaal. 


Febrilix (paracetamol elixir) is a new liquid analgesic and 
antipyretic preparation for children. Being in liquid 

form it overcomes the disadvantages associated with the 
administration of tablets to children. It offers the following 
advantages. 


for children. 


well toleraied, safe and effective 
tt 


++ 
4444 


palatable liquid readily administered to 
children of all ages. 


does not cause gastric irritation 


offers flexibility of dosage 


FEBRILIX 


Eech fluid 
drachm 
contains 

120 mg. of 

paracetamol 

Bottle of 70 cc. : 
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to simplify home treatment of 
ULCERATIVE COLITIS 


PREDSOL ENEMA 


A water-soluble corticoid given as a rectal infusion has produced 
complete symptomatic relief and considerable improvement, 

as judged by sigmoidoscopic and histological findings,' in a high 
proportion of patients with ulcerative colitis. This technique 
has now been further simplified’ by presenting 20 mg of Predsol 
(water-soluble prednisolone) in solution as an enema to avoid 
the inconvenience of prolonged administration by rectal drip. 


The course of treatment is one Predsol Enema contained in a 
disposable plastic bag, self administered nightly for about a month 
. «a course to which the maiority of patients will respond. 

1. Brit. Med, J., 1958, 2, 1072 2. Lancet 1961 1, 517. 


PREDSOL RETENTION ENEMA 


Available in boxes holding a week's supply of seven 100 mi plastic bags 
Public price R 14.00 (140/-) Subject to the usual Professional discount 


GLAXO-ALLENBURYS (S.A.) (PTY) LIMITED 
P.O. Box 485, Germiston, Transvaal: 
121 Congelia Road Durban, Natal 
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REFERENCE 


JUTA’S POCKET DICTIONARY 
Afrikaans-English/English-Afrikaans .. 


JUTA’S DICTIONARY 
(O. J. Potgieter, M.A., M.Ed., 
Jan Potgieter, B.A.) .. 


JUTA’S EXPLANATORY AFRI- 
KAANS POCKET DICTIONARY 


Afrikaans School Dictionary prepared 
by Ben Conradie, M.A... 


WORKS OF VALUE! 


OXFORD DICTIONARY (13 


SHORTER OXFORD DICTION- 
ARY 

R 1-25 
CONCISE OXFORD DICTION- 
ARY 


POCKET OXFORD DICTION- 
R 1-35 ARY 


JUST PUBLISHED! 


THE NEW EDITION OF THE WELL-KNOWN FOLKSONG BOOK 


THE F.A.K. SONG BOOK! (Afrikaans only) 
Three hundred and eighty-eight Songs .. .. .. R3-75 


R 13-85 


R 2-35 


R 1-27} 
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Improved 
manufacturing 
methods 

bring down 
general cost of 
Tetracyclines 

to your patients 


* 
; 


PHOSMYCINE FERMENTMYCIN TOPMYCIN 
Tetracycline Hcl. B.P. Tetracycline Hcl. B.P. Chiortetracycline Hcl. B.P. 


From Ist January, 1962, the above Fer- 
mentfarma Tetracyclines will retail for 
R3.95c per 16 capsules—250 mgm. This 
has been achieved because new types of 
nutrients, fed under new conditions to 
newly-selected, more hardy strains of 
Tetracycline-producing-fungi have pushed 
productivity up by as much as 60%. 
Higher yield means lower manufacturing 
costs: hence lower prices. 


For details, write to: 


CONTINENTAL ETHIGALS 


(PTY) LTD., P.O. BOX 1130, TELEPHONE 23-3815, JOHANNESBURG 
aa 0046 
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NARKOSETEGNIEK VIR 
MEDIESE STUDENTE 


deur 


Gordon Ostlere, M.A., M.B., B.Chir. (Camb.), D.A., F.F.A.R.C.S. 
en 
Roger Bryce-Smith, M.A., D.M. (Oxon.), F.F.A.R.C.S. 
Vierde Uitgawe vertaal deur 
J. A. Pretorius, B.A. (Stell.), M.B., Ch.B., M.Med. (Anes.) 
en 
A. B. Bull, M.B., Ch.B., F.F.A.R.C.S. (Eng.), F.F.A.R.C.S.1L 


Met hierdie vertaling van ’n bekende Engelse boekie word die eerste handboek 
oor narkose in Afrikaans aangebied. Die spesifieke boek deur drs. Ostlere en 
Bryce-Smith word gebruik omdat dit gerig is aan mediese studente en prak- 
tisyns wat nie gereeld narkosetoedienings behartig of spesialiste in die vak 
is nie. Daarbenewens het ons ook gevoel dat so ’n vertaling tot waardevolle 
besprekinge oor die terminologie in narkose kan lei. 

Alhoewel die leser op hoogte gehou word wat betref moderne ontwikkeling 
in die veld van narkose, is die boek vry van verwarrende tegniese beskrywings 
sodat dit maklik deurgelees kan word in ’n aand of twee. Die narkose- 
tegnieke wat bespreek word kan met bevredigende resultate aangepas word 
by enige tipe chirurgie deur praktisyns en toekomstige praktisyns wat nie 


spesiale opleiding op die gebied gehad het nie. 
Prys: R 1.45 
(5 sent ekstra vir posgeld) 


Nou verkrygbaar by alle boeckwinkels of van die uitgewers 


Juta en Kie., Bpk. 


Posbus 30 - Kaapstad Posbus 2 + Wynberg Posbus 1010 + Johannesburg 
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The medical book people 


WESTDENE 
(PTY.) LTD. 


SPECIALISTS IN MEDICAL BOOKS AND JOURNALS 


JOHANNESBURG: 23 Essanby House, Jeppe St., Telephone 23-0314 
CAPE TOWN: 358 Grand Parade Centre, Castle St., Tel. 41-1061 
PRETORIA: 210 Medical Centre, Pretorius St., Telephone 3-3487 
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Are there really no‘‘cures”’ 
in corticotherapy? 


the Golden Meant 
in corticotherapy 


__ this arthritic had the familiar“corticoid-appetite” until... 


edercort 


TRIAMCINOLONE LEDERLE 


with tne 16-OH 
Safety Shield** 


This is acommon problem in other corticotherapy: The patient 
gains weight rapidly and excessively. What to do? Switch 
him to LEDERCORT triamcinolone. Results? Arthritis sup- 
pressed and the side effect—voracious appetite — is ‘‘cured”. 
Control of the primary disease is maintained, and often even 
improved, with the high therapeutic leverage of LEDERCORT 
dosage and the new patient acceptance of therapy. 
Most important, the patient leads a normal life again, free of 
the ravenous hunger side-effect. This is a major advantage of 
LEDERCORT'” along with a remarkable reduction of edema, 
euphoria and other usual complications. This is the reason 
eC why so many physicians are changing to, or staying with, 
| LEDERCORT for all corticoid therapy. 


in asthma « arthritis « dermatitis 

Dosage: Initial treatment—8.16 mg./day for 24 to 48 hrs. in asthma, 2-7 days in 

arthritis, and until relief is achieved in dermatoses. For maintenance, give 

lowest dose consistent with continued relief. 

Supplied: scored tablets—2 mg. in bottles of 30 and 100., 4 mg. in strips of 10 

and bottles of 30 and 100. 

Also Available: LEDERCORT PARENTERAL SUSPENSION. Each cc. con- 

tains 25 mg. triamcinolone diacetate in 5 cc. vials. LEDERCORT CREAM and 

OINTMENT 0.1% in tubes of 5 Gm. 

1. Hollander, J. L.: J.A.M.A. 172:306 (Jan. 23) 1960. 

2. New and Nonofficial Drugs, Philadelphia, J. B. Lippincott Co., 1960, p. 551. 

3. Chavan, S. B. et al: A.M.A. Arch. Ophth. 63:319 (Feb.) 1960. 

**When the hydroxyl radical is added at the 16th or 16th and 17th carbon posi- 
tions, the anti-inflammatory effects are increased and the electrolyte dis- 
turbances are markedly decreased, as in LEDERCORT.$ 


*Trademark 
+ Golden Mean—a classical concept d ing the preferred route- 
accentuating the virtues and minimizing the faults of the extremes. e 


— LEDERLE LABORATORIES CYANAMID INTERNATIONAL ep 
in A Division of AMERICAN CYANAMID COMPANY, 30 Rockefeller Plaza, New York 20, N.Y. 
2.20026 


SOLE DISTRIBUTORS: ALEX LIPWORTH LTD., JOHANNESBURG, CAPE TOWN, DURBAN AND SALISBURY, S.R. 
511 
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Specifically for “resist 


FOR INJECTION 


NOW, an entirely different synthetic penicillin that is bactericidal against 
staphylococci which are “resistant” to other penicillins. 


STAPHCILLIN is effective because it remains virtually completely 
stable and retains anti-microbial activity despite the presence of 


staphylococcal penicillinase. 


STA PH Cl LLI N is well tolerated, without significant systemic toxicity. 


Pain or irritation at the injection site is comparable to that 
following injection of other penicillins. In occasional cases, 
typical reactions may be experienced. 


Full information available from: 

B.L. Pharmaceuticals (Pty) Ltd., 

P.O. ‘rademark 
O. Box 2515, Johannesburg 7 


Published fortnightly by the Proprietors Juta and Co. Ltd., 43 Pritchard Street, Johannesburg, and printed i i 
Cape Times Limited, w, C.P. 
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